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mmo^m: p p a r ^:^hximt^mf^m<D:^^:^\,^^ u ymmm^ 

^m<DlK^^P PAR(DV^'y ]^^^TX% A4 h (bait 
5 0 5#BS:^tfM^S:n~Kt-SJKy5?^'lx;^-5^KS:Mv\ :/U-f (prey 

m^m 2 ] mi^m^mi¥mmmmM<Dm^ p p a r y > k#«tt% 

.'t^fh (bait) tlLxmm^^2X'm^tl^PPAR7m&M(DC}^tji<t:% 
mz 0 4#g:«,>e, 5 0 5#S &^tfM^S:zi- F^-5:if U 5? b:^^ F^Mv\ 
>^I^-r (prey) t hX o DN A^ 4 V -^m^^^^mMV '-^\-( ZfV V }^ 
VTs^U SrfrJM bfe, y K^#e<ftc P P A R r iifflSf^mt-SSe^&X 

y-->y'rs:^^„ 

[^^.:^3] #M^K^^:^®]tv^P p ARy :3ff> K#:&ic<^^^ 7t-f h (b 
ait) ^l^T@H^J#-^2t?asn§PPARrga«(Z)ii>;&<i:%S2 0 4# 
S;«)^e,5 0 5#@$:#tfM^S:=I-Kt-5JKy3^^^^':t5^KSrMv^, (p 
r e y) ii c DN A^-f y - S:MV>S^«^y ~A-f >ru Ki/>^7^A^ 
frJMbfe. y:^>K^#e5;{CPPAR r y 

[»^«4] i) iffi^J##4T'^$;fl,ST^>^^B23?aA^P,;&§jjfy/S:y5^ 
K, &SV^tt@B^J##4T'^$4^Sr^>^^lB^J^CfeV^T. l'-10ffi©T^>^ 

^^mzppARtmiLf^mt^iiivKy^}^^^'- \^^^^v k, 
i i) mm^^2tf=.itm^m-^6xm^ti&ppARma^<D{ptji<t:%vitf 
y ^^^nmtm^m^<DDi^ Am^mmti)^^fjt;s>m'^m&M^n'- K-rsat 

Rn. i i i) tJfgB^i^®^®DNA^^M^;&^^^L||€>/;S;^|B^J{Ci| 
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2 * feiiiB^ri## 6 rm^tl^ P P A R^e^*^|l§^U#5lS^K^JlCi|li-^$tl 
fel^jjf-tJr-^'K^tCj: y?^^j|ig|Sti, a) @g3«J##4 "^^StiST^ ^ MSB 
Jfj3^>^e,^§7Ky^:;^^K. feS VMiIg^i#-^4 T'«$;n<Sr^ >'mSB^!I^cJ3V^T 
, 1-1 0M®T^>^m*t>5^^, ^t)«/^7tli#A$:n;tT^ >^^@B^JI: 

b:«>^t;U:^> F^#6^{CPPARii*a2f^M'r-53KU/<^^K, S:t)f, b 
) BB^J«#2*fc^±Ig^J##6^?^$tl■5PPARlt&«&^^iLrv^slBB&, 

1 i) lB3?lf#-^2*fctt@B^J##6T'^$tl'g>PPAR^aM®ii>>&<i:%U:!?/ 

> KM^fw^:te^^^^®DNAlig-a•^i|gi:;^)^e>;&§m^sa^$r=l~Kt-sit 

RZJ^. i i i) tiflB«i^0^®DNAM-^MiigA^^^b#s/;S:^HB^jici[t 
XS/t.r=. Itmx S *i r ^ >^ ^IB^J &#«5ii. b ;^)^ U ;{f > P P A R i: 

2 ^ r^itmm^^ e t-^^ ti§ p p a R^^^i^v^^ i^n^m^mmKm-^^ti 
r^u:^-'^-m^-^iz^i)^^nm^n. a) @g^j##8T*^$*isr^ymsB 

, 1-1 oM(Z)T^>^m*^^3^, tt^, jkxj^ytr^itmA^tit=Lr^jmm^i^ 
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im^m 6 ] m^m'f'iimna^ g a l 4 wt-^ §^^^4 1 5 m 

p p AR(omw-m'\^mmm^(om^\:^^mt^x.m^^tiz. t ^nnt.^ 
ppARU:ir>K. Rnm^m^^mm^^^jim. ^t>\ ii) u^.^^^-m 

P P A R®^i^?Sft^#?S'iS®^^t: S:^fft-SXS$:-^t? r ^ ^mmiLt 

m:^m 11] i ) m^m 5 (csascD^Bifa, ^?®jgje^:mcD]gv> p p a r 

m^mmt Lxmv -^y ^^^mrj^m:s.^moym\:i^tcu.mv i^y F^#6!r^p 

mmii^ ppAR&r^-ts wmmmmm ■kmmt^ *^^J^>^ &=g^m^ s :?^iSo 
m^m 12] i ) it:^:^ 5 Kmmaymm. ^mmnm^oym^^ p p a r 

mt Lxmv -^'y \^^^m^m:s.wm(Dmitt.t^\tm^)i^y F^s#6<r«ip p ar 
(^^^m'&Mmm^(D^ih^^mir^x.m. ^xj^i i i) v^-it-^^^m^ 
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■ • • 

m^m 13] ^yp^v y^m^^mmf)'^mi^m^mmx-^:s>m^m 1 2 

• mm<D:;^^V-=^y^:&m. 

>^^K> ^^^^tmm^^i ix-m^ti^r^ jmmmizi3\^x. i-io^cd 

> K^#e5 {c P p A R i: *g2f^^ t- S ;K U K ^ n - K 1- S jjf U 3? tjr 1/ >r 
^K. i i) @B^i##2*fettSB^J##6T*lS$tl§PPARMei^®^I>:&<^ 

=fe u > Ki^-^M^ tm^m^<DDNA m^mm t^^^t^^ m^m e « ^ n - k 

> :S.t>V^;fel±JfAStifcT^yMlBMS:#«^, l-*^*) U K-^#6«ric P P A 

2 * 6 tis p p A RgQ«;«,t|g^ vm^m^mmizm'^ 

jcfev%T. 1-1 o«®T^ym*^^3^. mm. s:tjf/*fci±ffA$tifer^y 
msB^j S: u % y ;if > K^#e«j p p A R -r -5 jK y r/^^ 

^tJf. b) @S^J##2^fc«@B^J##6T'^$tl-5PPARgag^|§3^LTV^ 

c»^3S 15] i ) m^m 1 4 iciB:^0iijjBs, mi^m^mi^mmm^m(D 

l^v^ppARy:^>^^ 5:t>\ ii) 

1 5. mmmni)'^ p p a r u fcm^gjc#-mM srisiif s J^>^^;&^ 



ffiiiE# 2003-3013174 




• 



2 002—257703 



[»^« 16] i ) m^m 1 4 izmmoms^. mm^m^mmmmmo) 

[0 0 0 1] 

V-:zy^:^^lzmt^„ 
[0 0 0 2] 

^^''^'J^^^i^ii^mmtLxt^mi>m&^tix^.^:s>^r^jvpymmmt^;v 

^^i^V-2.mmMm^^^mi^^*y^ (peroxisome p r o 1 i f 
erator activated r e c e p t o r : P P A R r ) ® T:!-::^ 

#:cD p p A R r i^(7^mmmt^i^^<Dikmmri¥m ti^m^^ :itf,^h. m^t-^ 

%^c?»r U >m^1S^#ftMJ± P P A R r bfcf^MT'fe^ P,nT 
(^#W^i^2#M) . -<^r^^PPARr(Dr^=.:;,}s<^i^m^mt^y 

^'^y^i^^^^mmmm^:x^v-^=.y^r^mmj^^mx^;s>tm^^t,r 

rmmL. mmizi,t^y:^vy^smiLi-^. -:^X2mmmm (^yy^vy^^ 
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p p AK\mp^^mi^^~jt-y r ^ V - {CM u vay KcD^^fci o xm^ 

PPAR{Cti3o®ri?-:/^^::f<Z)#:&;&t^e,tlTfe»;. PPARa, P P A R ;8 
^^^i^X^.^^y^^V~\.^mm\t. PPARa®y;Jf>K^^^;tTS3i;*^ 

^btiT^y, BI/^^T'tt, ®VNj|ii,tNyTS/;i.i^y>fen-;n^/<;KZ)<ST;b^|grib 

p p A R r T=r-:^ h \mm<Dmm^w± mm^it^^m^:^:Lt%m'^^ 

nrVNS (##ffF3tm 1 2 #m) o PPARrli#CHg|§MMT'^^*^ig«?)6,ti 
3e»&V^„ *fcPPARr®rdr-::^hi;bTf^Mt-S5-Tyy^>^>'SI^^(D^ 

lip p AR r r hii^MM}.zmmmmo>^.it^^m^^^^. y >^ 

o 

^^^^r^J^)^;ymmi^^m^.^tc^mx(D^%i^^h. ppARr®T=r-xhf^ 
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mi 7 -18mm) . -«PPARr(D^^Tif^7lKtCj:5#M(D^@«.M 
S: e, l-S^/^aff^ffi y , >r > y :/SStffig!c# i: v^ e) ^f^M CD 316 

Rrt<Dm^f,m-<^nxi5^j. src-i m^m^miQmm). cbp/p 

3 0 0 (*#|^3i:il^2 0#M) , DRIP 2 0 5, TRAP 2 2 0 (^mM^m 
2 . SMRT '(#ms^35cm2 2#m) . G a d d 4 5 (^^8^34:^2 3 

R I P 1 4 0 (#^#fi::;i:gK 2 4 P P A R r ilffi 

::^^5?~ (RXR: retinoid X r e c e p t o r ) ib^P p AR t V ify 

K^^^^i^fc. ^«^y-y^^:^^y.y Fe.::,^.^ (Yeast Two-hyb 
rid system) (#^^i^3i:M2 6#m) &MV^S#^S^;^,tJr^;<^V^e,tlT 
^ilPPARrfCg9LT^i:rtl*T'^#^y-/^^:>'U.y K^X5-AT'U 

BP (#^#f|:3^^2 7#M) . PGC-l (^#i^j^l|^2 8^m) , PGC-2 ( 
#^1^:5:^2 9 , SHP(#^^i^jt®t3 0#M)>&if®PPARr^^®^ 
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ii^s.^mhx^ y , v:ify Y^m^m p p a r 7 e, 3 

^n^m^o^mis^wm m^^-p-p akj \z^m ^^^tcmn^^m. mm l 
xmm^m^^mhtc^oi: mm:scmi-Ammm:xm.2.4:mM) cdna^ 

^ y ^ U - 6 P, U ;?f > K^fe#^§ Sr^tSPPARr ® ffiSf^M S: , 

^mm^\t. P P A R r &.^X\%^-f^ :/(3D P P A R a ^^i?>Tmi^S^#:i: 
^C%^^*^*) Pj-r. P P A R r lCg9 LT»^fl:^6<r#MT' b3&^ y :5{f > K^#ffi;&^B 

®it^>?)<M^§fci?). PPAR 7 y K®^M^^#^y-/N>r >ry ^ KS^Xt^ 

[0 0 0 3] 

1 ] mm^ 11-56369 ^^Am 

[^#ff:*mi] J.B i o.l .Ch em.,1 9 9 5^,^2 7 0#,p. 129 5 
3-12956 

[##1^35:^2] Journal of Medicinal Chemistr 
y,l 9 9 6^, 113 9#,p. 6 6 5-6 6 8 

mmm-xmz] ce 1 1 , 1 9 9 5^, m83#,p. 335-339 

i^¥<^f^:SCM4: ] Proc. Natl. Acad. Sci. USA, 1994 ^ 
91 p. 7355-7359 

mm^-xm^^i mB^'mm-mm,! 9 9 5^, S4 o#, ^1 3#, p. 
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5 0-55 

[iP^^:^me} Diabetes, 199 7^, ||4 6#, p. 4 3 3-4 3 9 

mmfi-:$cm7] Diabetes Care, 1 9 9 6^^,111 9#,||2#, p 
. 15 1-15 6 

[##i^:5CM8] Diabetes Care, 1992^, Hi 5#,||2#, 
P. 1 9 3-2 0 3 

C#^#fi^S:i^ 9 ] Diabetologia,1996^, ||39il,p. 701 
-7 0 9 

C##i^:ft:MlO] P r 6 c .N a t l .a c ad . S c i .U S a, 1 9 9 7^, 
119 4#. p. 4 3 1 2-4 3 1 7, 

mW^:Scmi 1] Drugs, 199 0^, ^4 0#,S2#, p. 2 6 0-2 
9 0 

[#^#fi=S:il^ 1 2 ] Jpn. J. Cancer Res. , 1999 ^, ||90^, 
P. 7 5 

13] Genes and Development, 1994;^, 
^8#, p.. 1 2 2 4-1 2 3 4 

mnm:$Cmi4l Cell,1994^, H79^,P. 1147-1156 
C##f^3^i^l 5] Mo 1 .Ce 1 1 , 1 9 9 9^, S4#, p. 5 9 7-6 0 9 
mnm:Scmi G} J.B i o 1 .Ch em., 1 9 9 5^, H2 7 0#,p. 12 
9 5 3 

[##S^:S:M 17] Diabetes Frontier, 1999^, ||10# 
, P. 8 11-818 

C##l^:S:i^ 18] Diabetes Frontier, 1999^, ||10# 
, P. 8 19-824 

ii¥nm:icmi Ql.Ge ne Expr, 1 9 9 6^, ||6^, p. 185-19 
5 

C#^#I^ 2 0 ] J. Biol. Che m, 1999^, 11274 #, p. 768 
1-7 6 8 8 

m!^m:iCm2 l]Mol.Cell.Biol,2000^. m2 0#,p. 80 
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0 8-8 0 1 7 

mnm-:^m2 2]Pro.Natl.Acad.Sci.USA,1998^, 0 
9 5a,p. 2 9 2 0-2 9 2 5 

[##ff:S:m2 3] Biochem.Biophys.Re s.Cominun., 2 
0 0 0^, ^2 7 2#,:^l#,p. 193-198 

C##fF:fcM 2 4 ] M o 1 Endocrinol. 1 9 9 8^^, Hi 2#,||6 
■^,p. 8 6 4-8 8 1 

C##i^35CM2 5] Ann. Rev. Cell Dev. B i o 1 . , 1 9 9 6^^, 
Si 2#,p. 3 3 5-3 6 3 

iimm:icm2 6] Proc.Natl.Acad.Scl. USA, 1991^, 
S8 am, P. 9 5 7 8-9 5 8 2 

[^nWF:XmZ7l J.B i o 1 .Ch e m, 1 9 9 9^, S2 7 4#,p. 768 
1-7 6 8 8 

limWfiCmz 8] Cell, 199 8^, ^9 2#,p. 8 2 9-8 3 9 

C##f^3fcm2 9] EMBO J. , 1999 i^, 01 8#,Sl 3#,p. 3 6 7 
6-3 6 8 7 

C#4ffiF^:j^3 0] BiochimBiophys Acta. , 1997 ^, 0 
l#,lll 3 5 0#,p. 2 7-3 2 

[0 0 0 4] 

[0 0 0 5] 
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miz^^jm^Lt^. ^(Dmm. =fe#Mrrr~>^hicfe#bTPPARrtc^-^>r 

^-^^HhX. ECH-1 (enoyl-CoA hydratase) mm& 
M (e n o y 1 -Co A h y d r a t a s e like P r o t e i n : E C 
HLP) i!I#Mr:J-:;^hC^#LTPPARr{cM#f ^re-^iitT. H 
hm:t^ty^'yhmBM2 (ant i -oxidant protein 2 
«non-seleni urn glutathione peroxidase, 
acidic calcium- independent phospholip 
ase A2;Genebank Ti^ "fe y a >##XM_0 0 14 15, JKT 
AOP2iiBSia-rS) SrMffiUfeo SbfC, HHflSPfJT'ECHLP^&t^lflC^^'r 
^iiViS> P P A R r ©te^^M^MffiSr^^tcffll^^S - t h 

^^Iffe^^il&^MLfc. iNHJII&*"rAOP2*^i@iItC^]^f.5i:y;!f>K 

p p A R r <^mw^mmmi^t:mmKmmir^ 3 u fe. § e> k: a 

n^^mmx-nmL, mmmmz^n^mm&M(DMmt3t:^^i!}\ ppart^: 

-lilB®#«^y-yN>r >ry v Kt'^-T^AtC^SfficDltvxP p AR r h 
S:r&?SST:^^S-frS^a&(D^^{CJ:»J. ^^^MTrfn^ h {C^#bT P P A R 
rfC$g-a^^€»^^^i:LT, FLJ13111 (T^-fe-/i/a>##AK023173) §: 

M.mvt^. -^^Kmm^xFLj 1 3 1 1 imBMiiimmKmm^&t^fpmr 
::f-^ h jc^# L T p p A R y (Dm^mmmmmmizyum^ ^ :i t^nmvr:, 

a 

rtie>®^M$:%^{CbT, PPAR^5rM.Tif^M{C#M61ffcW-^U 
[0 0 0 6] 
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(1) ^^®]tV^PPAR(Z)U:*'>K#:&TT^ A-T h (bait) i: b 

T@B^J##2T?^$n^PPARrSej^a>5t>;fe<i:=fe,^2 0 4#g*^^5 0 5 
#e$:-^tfM^S:=i-K*t-S7KU5?^7l/:^5^K$:MV\ :>'l/>f (prey) L 

( 2 ) Mf^i&9JC##M^^^^0]^V% P P A R y ;5f > K#:ftTT% A-f h 
(bait) ilLTiBJtf##2T^StlSPPARr^ej^®^f>j5;<il%S2 0 

(prey) thX cDN V -^m\>^^m-mV-/\-^ ZfV Ki/J^-r 

A$:ffJffiLfc. U;«f>K^#6«rtcppARr ^:^&^f^Mt-Slla®Sr;^^ru-- 
( 3 ) wmmmmm<D-m\>^ p p a r u ;{f > k#:&tt% /t>f h (bait 

5 0 5#g$:#tffI^&n-K1-SJj<y5?i^l/;f^K^Mv^ >^l/>r (prey 

(4) i) iB^J##4T'|gsnST^>'^BB^JA>e,;&53KU^y^h\ 

fcPPARt^5f^M-r§>KU/<:7^5^F^r3--Kt-S5Kll5J^^l/:t^K, i i) 
»J## 2 ^ fettiB3?iJ## 6 T'^$ P P A Riie^®^f?;& <t%V:ffy KM 
-^fI^i!ci:^i^@-?®DNAM-a-MJ|ga3b>e,;&Sj|&-^^&^S:3-. K^TSgfi-e^, 

^tjf, i i i) mmm!^mir<DDNAm^mm:^'im^Lm^mi^mmzm-^^n 
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2 t.r^im^m^ e x^m^n^ p p a R^e^;b^M^b#s/s#iB^j{ci6-^$ti 

) SB^##2*feij:BgM##6T'|g$tiSPPARMa^&^3^bTV>^m, 
( 5 ) i ) iiB^J#-^ 8 T'^$ tlS T ^ y ^iB^nfyb^ ^t£^:^V^:f^]^^ ^ 

JcPPARi:tgs#^>rS;j<y/>5:>/'^K$:zi~Kt- SjKy5?^^l/:t^h% i i) 
BBa^J##2*fcttI2^J#-^6T'^$tlSPPARSQK(Z)/f?;^< i:t)U^> KM 

0, i i i) M^^H^®DNAM^fI^j&^^^b#Si;S;4|:SB3^jtcift-^StifeU' 



zj^y^rcitmA^thtcLT^jmrnm^^^. Li)-^%vify K-i&^e^ficppARii 
2 ^ ^ctt@B^j#^ 6 xm-^tis p p A Rse^jb^^^ i-^'&i^^sB^jcift-^^ ti 

> 1-1 0M®r^7^*t^^^, MijI, :S^t)f/^fc«|ffASnfeT^y^iH^ri$: 
■^^^^ l-*^^V:**>K^#61;}CPPARhffi5#M-r<g.JKy/>^>^^H\ b 
) BB^J## 2 * itm^m-^ 6T'^$tl§PPARSe«S:^3^LTV^5^fflJia, 
( 6 ) 0^;?)^^® ® GAL4^&^-e^S 4 * 5 ia«® «H 

jig. 
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(7) l/7K-^~5t^^55)Vl/>>7x^-if^^-3^T'^§»^;®4^7^li5 

( 8 ) i ) m^m^ izmm<Dmm. mi^m^mi¥mmfmm(Dm\'^ p p a 

( 9 ) i ) m^m4: izmm<Dmm. mi^m^m^mmm^^m<D-m\^ p p a 

p p A R <Dm^mmmmmi^(Dmit ^^m^^>nim^^tt z.t:^i^mt^^. 4 

(10) >(y7s^) ymm^'emmf>mfm^mnx-&^m^m. 9 ia«®>^ 

i;^)^=Ly^f■:^^^ 

(11) i ) M^:^ 5 {CSB^cDUfflS, Mftj@^*<3DlgVN P P A R U > 
LT® U K^#6^^ffiSf^M(DM* feli^ U ;ff > K^#6<;;& P P A R 

(12) i ) m^-m, 5 iciH^^UBjia, ^mMmb^(K>^\^ p p a r u > 

rmV:iSy F^#61r^ffl2#M®^^t;*fei«U:3y> F^#e5^P PAROD^^ 

(13) 4 y::^v ymtfLm^mmijmi^m^mmv&^m^mi 2mm<D 

x^v-=.y^:^m 

(14) i) iB^j#-t 1 7-e*stisr^ ymsB^j*^e> U'^^^ k 
, ^&\>^\tmn^-^i Tvm-^n^r^ >fmmmzi5\^x. i^i om<Dr^ j 



1 4 
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B^., Rx:^. i i i) i^m^^m^(DDN A'^^mm'^m^Lm^j^i^mmzm 
2 * 6 rm^ti^ p p A RMe^j&^iiig-a^ i.#si;s^»j}ciift-^ 

$tlfel^7jf-^i-^^-?fCj:y0«^^$tL. a) iB^rj##i 7T^$^§T^ 

fcfev^T. 1-1 0M(Z)T^y^:«,^:5^^^, ggl, :RtJr/*fe«#A$tifeT^ y 
miSB>J^#«>, L U K^#6«r}c P P A R il^lSf^M^r S tKU K, 
R^. b) SH^##2*fc^±i5a?rJ#•^6T'^$tl■5PPARMa®§:|g^gbTV^ 



(15) i ) 1 4 iClB^OM. «if^i»^#f^ffi^S^^^(Z)lSV^ P 

paruj^^k. :stx:^mmm^^^m^^^jim. rxj^. a) u^^^t^^M^ 

p p AR(D^^m^mmm^(Dm^h sr^^#1-^xs^#t^3 t^mmuT^ 
. ^mmM-^^ p p A R s::^ u r^mi^m^mf^m ^i&m^^ii^^iis ^^mt^:^m 

> 

(16) i ) 1 4 jcsBig^MJsa, m^m^mi^mmm^m(D-m\^ p 

PARy:^>H\ ;^«^M&^M$it§X^. Ax)^. ii) b^-^-.^it-fe 
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(1 7) -(y:^v>m.m'\^^mmi)mf^m^mmx':^:s>m^mi Gmm<D 



[0 0 0 7] 

ji^^-^m%Mt.vxmmt^mm^^m-t^f^m^\i^^. ^wm^mn't^j^m 

PPARtUi^^K (M^«tf:t^^y^?l/» iZitm^X. 54)-CD1AnP,1 00 
0:9-® l®<£?gS, j:y^f*L<i±. 1 04^0 1 1 0 0 O^S^OlOD-IS^gMT' 
fe§%®>6W^LV^o #a^jS^^®lSVM;:if>'Ki:bTtt. lOOmg/kg 

mfc^i^^a#ufc^^tc-M^T'*fM^icifcg^ur 1 2 5%jeiij:2 oo%&,r 

^«tf:^^yijrvr» {citg^LT l 5%JB<±1 O 0%je^TOD#m^*®it^S:' 

:<f>Fj , ^t:Litmmmms^<Dm^v :ffy \^t:mto ^^mmmm^ it rppA 

R P P A R^lsf^M E c H L P i: <D U :;5f > F^#S^;5i^BS#m l^^- ^ -it 
e^<?)B^S:Jg^^bTi!f^l?^^«j , rppAR^PPAR^gSf^MAO 

p 2 i:cDU;?f> y'^^^fjimKi¥m^i'7ii--it-m^^(Dmm^mnt Lxm^ 

X^^MMi . rpPAR^iPPARffiSf^^FL J 1 31 llt<DVif 



1 6 
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#^y-/^-r>^U^y K>>X7^AfCfev>T. h (bait) itDNAM^mmiZ 

m^-^^rc:mmm&M^> ^u-i (prey) tt^^^^sttftM^ic^^^itfe^ 
essr^-to rcDNA^-r:^^u~j hit. MMnx^^-^i^x^^^mjsmm 
©inRNA Q&^^m%<D^hx9yA^^(Drs, jmmn^n^^^) $:iftm 

•^m\^. ji^^^^fCJ: U-e(Z)mRNAM&?i?^DNA^-^^U, ^^(DlMJi 

F^^M^HcJ ttPPAR®U:^/>K*«M-^"rsM^T?feoT, li^J##2ia^0 
HhPPARr 2T^y^iB3?rj*Z?«S2 0 4#3?)^e>S5 0 5#S t *t?S:^tf^J^ 
. lihPPARaT^ JWMnXltmi 6 7#}^)^e>||4 6 8#@t'rS:#t^fI^ 
^^tl-^tl^tfo TDNA^^M^j DNAlCM-^-tSfefeJcatg-rSM^ 

#e;6>e> 1 4 7#s^-e®r^y^^^t?Miie) 

[0 0 0 8] 

^mmmomkmm^^^^m<D p p a RMf^M^a^jft'^^ic-^* tis u 

5?^ ^:t^KJCj;»;zr-K$tlSPPARtasf^ffl;JfU/^y5^KtCti. 

(1) @B3?fi##4. SB^fJ#-^8. *7^«@H^J##1 7T'^§ti^r^y^BBjrj;?»% 

(2) BH?^J##4, IB3?!J#-^8, *fcl«3?a##l TT'^StlST^ymiB^JlC 
fev^T. 1-1 OMOT^y^m*^:^^^, gm, .S:t>VXli#A$ti;feT^ymi2 

(3) gB^j##4, iB^j§#8*fciii2^j##i ixm^n^r^^mmmiKD 



1 7 
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) ; 

mmz^,.x. 1-1 oM. i^tL<iti^7m. ^^m^i.<iti^5ma,r 

iSH^J##8T'^$^lSr^yM^rJ{c^V^T. 1-^100, ^^L<itl-^7m 

y^^mmmt(Dmmm^9oouj,j,r^^^y^y^^^j^,^^^^^ ^^^^^ 

:^>K^#6^fCPPAR{cM^fSSeiCT'S>S^y, #lcRS^StlS%®T'« 
^v^*^ @e^#^4*;^c«iB3^J##17T'l5^ti§r^7^SH^rjtcMUT. 

m^^m^^r^j mmmi^^ & ^ ^ ;&^T' u < ti^f^M y k«sc# 
6i;icPPAR{c,M^^^ge^X'Sy, BB^J#-t8i?^stisr^^m@B^j{cM 

^mm^J Clust al program (Hi ins and S 

harp. Gene 7 3, 2 3 7-2 4 4, 1 9 9 8 , T h o m p s o n 
et al. Nucleic Acid Res. 22, 4 6 7 3 -4 6 8 0, 1 
9 9 4) ^^^^^^J^^:t;^^T'ffiS$tVTV^^.^•^^-.^^MV^T#P,tlfe>IB 

Pairwise Alignment Parameters^ 



miE#2 003-3013174 




2 002—257703 



K tuple 1 
Gap Penalty 3 
Window 5 

Diagonals Saved 5 

5#MECHLPj tmt^o mmm^av^^ti^r^jmmm^^^^^v 
. rppAR^&2f^MA0P2j tmt^. tto. m^m^nxm^n&r^ 
^Y^^mmLx. pj.r. rppAR^g^f^MFL j i 3 1 1 u ^is-rso 

PPAR^gSf^MECHLP, PPAR^Bs:#MAOP2. ^T^ciiPPA 

RW2f^MFL J 13 111 ^n-y^^t^^mmm^mr^^v^^^uj^^i^it 
. @B^j##4, ffi^j##8, ^rc.itm^m^nmm<Dr^ymmmxm'^n^ 

#7, *;tf±gg^J#-^l 6|3^CD|gSSBjrj-efe5„ 
[0 0 0 9] 

[0 0 10] 

< U ij'y K^#6<j{c P P A R tmKi^mt^m&m<DX ^ V ^r^s> 

2^^wtcfevNTti, PPAR r i:u:^f> m^mK^K^m^^m^^mmv- 
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V i^y K^#S5;&*Ss#M &=^ffi P P A R u^a>mMmm^ 

^«K^??Smt:M^i:v%e)l8tg®M>&<5 2o®Mi|gS:;tt--5*^ >y p 

36^e>;S:Si!t-^ga«®2SM&im^lci^©jmji&I^T'^3Eg$ii:S. MaMX^iY>6^ 

So 

c2)^ffi:&^ffliiT'fe y , y F^#ffi® p p A R r ms.mm^(Dmmmtjt:^ ^ 



2 0 
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Kft#ttcDM^^ X u ~ n > ifKmm x-m^ mnv - 7^ >f ^ u k s/ >^ 5^ a ® 
p AR r tm:s:i¥mm^t<DV:M> \^^^mm^^. &^^mK.i^m^^:^mi)^ 

^;i/^5^:r>-S-h^>^:7x^~if (GST) . fU9->(>A. fi-itf^i; 
hi/^—^^ 'rj\yh-:K-A>fyy^^ y^zfWr^y (MBP) tSiifmm^^^ 

[0 0 11] 

<v:ffy K^#fi9ic p p A R tmsii^m^^m^m^mm u fc. mi^m^mi^^ 
<D^m:^m --fyxv ym.m'm^mm<D:x.^ v --y^':^m v ^y K#t#6<;ic 

1 . P P A R^BSf^M E C H L P SrfUM L fe!i[f^ltaJc#f^M®:gim^ • >f 

u >^*/t:sajc#^>; ^ y - n > ^£ 

y Kl^^fI^i:^^ia^®DNAM^MJt®illl^^^^, &-5^^^iPPARa^ 
fettr45-^(D±;Si§g&zr-Kt-S3ge^, (ii) P P AR^g^f^ME CHL P 
&:3-K-tS^«^, :S:tJf (i i i) m^^Ei^®DNA^-^M^^55)'ff§^b#-g, 
/S^@B3«J \ZTm-^nr=.\y tK- ^ fe^v^^tPPARa^fe^ir b 

> immmmKiSn:^. PPAR^asf^MECHL 

p jc J: s p p AROimw-mmmnm^mo^^^mmz ^^mt^i^-^s-'SL-m, 



2 1 
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2. p p A R^is^M A o p 2 ^mm L r^mmmmm'i^(D^mm • mmmmm 

:^^m<D-^0mmmmt.hxi,t. a) ppARa^r^it7<D':i^rjt<t%vif 
y m^mmtm^m^<D d n A^^mm<Dm^m^^. ^sv^^ippARa* 

fcttr4^^0^^^®rr-K^^^ (il) P P A R^g2#M A O p 2 ©n- K 
a^^. ^t>* (i i i) M^¥S-?®DNAM#M;|lc*^^^L^iS/S#@B^j}c^ 
M^tlfe l/;i<-^ -M^^, &^V^^iPPARa*7^^ir *«^^l.#S^5:#@H^J 

^IfeMIWjBatcfel:)-^. P P AR^gsft^AO p 2 tcj:^ p p A 
^ilbT^mU «!l^"^S^i::*>^^SPPARS::rht- Sirif^MSr:tf 

3 . p p A R^mm F L J 1 3 1 1 1 ^^u^ t=.mi^m^m^m<Di^mm • 

> X y ^mjiL-ffi^^^x y - r. > 
^^m(D-'D<Dmmm^lihX\,t. (O PPARr®ii>;&<i:%,y:^f>K$t^ 

M^ili^^^0^©DNAj^^M^®m^5t^^. &§V^^iPPAR r^^^CD^;^ 
mt:n-yt^^M^^. (i i) PPAR^BSf^MFL J 1 3 1 i i Srn- K^t 

^ae-?, ^?>' (i i i) m^i?H^oDN.A^^ii^;?,^jK^u=^s/s#ise^j{c 

itM $ b ^ - ^ - S V N p p A R a * Id: r b # S /;S:#iB 

mmMt^^-^-^^ ^mmmmiz^if^. ppar^bs^mfl j 1 3 1 1 

cfc^ p p AR®e^^S.t^^t:;T:ii#M®lfi^^^®icj:s^ft:^ i^sK-^?-^-^-?® 

^m^mmtvxminv. mmt^z.iif>^^fjt^ppAR^^T^^f^m^mm 
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CO 0 1 2] 

^(Keegang), Science. ||2 31^, ^69 9-7 04 19 
8 6^, Ma Cell, ^4 ^8 4 7-8 5 3M, 1 9 8 7^) fi^ 

tfe^^xSo GAL4m^m^<DDN Am^mmt3j:zji^mw^^mitmmit. mxit 

GAL4(Z)#^, NJ^SgM (^J:^Sl#@A^e,14 7#@*T*®r^7^$:# 
^--^^te^ (CAT) , 3iNiJ?;i/ffi3^®;i/S/7±^— ^^-^^ (Luc) , 

^»'*3^<z)0^m^geig5t^^ (GFP) ^ii^&vf^ti^^ iyr.~^mu^it. 
f!^^mm(Drmizmmmizmm^t\,^. ^^^^it^a^^-ii^izm^m^i^mx 

[0 0 13] 

PPARa*fettr> «k¥0^(DDNA^^M^, PPAR^9S#MECHL 
P> PPAR|&2ftMAOP2. *^c«PPAR^95>j^MFL J 1 3 1 1 l&n 

i^mfL^mLf^'^^4^'-^':/U'-^^m\^^X. PGR (Polymer as 
e Chain Reaction) ^^A>r f- j.^;^^ ,j _ 



2 3 
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0T'feoT%J:<. m^lt}lh (LOC 1 1 5 2 8 9 ; Gene Bank ac 
ces sion #-^XM_0 0 8 9 04, H P X E L ; G e n e B a n k ac 
cession ##U1 6 6 6 0, FitzPatrick DRe,, Geno 
mics 1 9 9 5 ¥2 7#(3):4 5 7-4 6 6K) , (Echl ;Ge 

neBank accession #-^NM_0 16772) , ^^^/h (HPX 
ELjGeneBank a c c e s s i o n #-^NM_0 2 2 5 9 4 , Fit 
zPatrickDRP,. Genomics 1995 ^2 7#(3):4 5 7- 

PPAR*i2f^MAOP2», m\^^^mtLTm^^t\,^^(DX^ PPAR^ 

^^V^■r4^©ffi&5^®%®T'^oT=&J:<. m^itil h (AOP2/KIAAO l 
06;GeneBank accession ##XM_0 0 14 15, Dl 4 
6 6 2) , v^rx (AGP 2/ 1-Cys P r x/ n o n s e 1 e n i u m " g 
lutathione P e r o x i d a s e ; G e n e B a n k access 
ion ##AF0 0 4 6 7 0, AF09385 2, Y12883), (. 
AOX2 ;GeneBank accession ##A F 0 1 4 0 0 9), ^ 
iy (GPX/ PHGPx ; Ge neBank accession ##AF08 
022 8, AF090194) if ®lii?LS&%fi3^0D%OD;&?^tf e>tl§o 

ppAR^isf^MFLjisiiKi. mi^^^mtLrm^^n^%<Dx^ P 

(0X&nit^^rtl<Dmmm<D^(7>X^^X^^<. MAl^Hh (FLJ13 11 
l;GeneBank accession #-^AK023173, NM_025082) , 

(t;hFLJ13111#Ma«;GeneBank acces 
^XM_134598) t^ti^<Dm%mmmM(D^Mmf^th^o 

ppARrtt, mci^^mtLxm^^i^&%<Dx% m\^u^^it~-tLx<D 
^^^r^<^mm^^t=.^%(Dx^nm^irMmmm(D%(Dx^-ox^^<. ^ 



ion 



ffilE#2 003-3013174 




#2 002—257703 



^^(D%(Of£}£i)mf^tl,^. PPARr (Dr eyere>. Cell, ^6 8 

^8 7 9-8 8 7M> 1 9 9 2#, Z h u P,, Jounal of Biol 
osicalChemistry, S26 8#,^2 681 7-2 6820H. 
.1 9 9 3^, KliewerP), Proc. Natl. Acad. Sci USA, 
^9 1^, m7 3 5 5-7 3 5 9M> 1 9 9 4 M u k h e r j e e P,. Jo 
uRNAl of Biological C h e m i s t r y , ^ 2 7 2 ^ 

8 0 7 1-8 0 7 6M. 1 9 9 7^, E 1 b r e c h t Biochem.Bi 
ophy s.Re s.Commun., 112 24^, ^4 3 1-4 3 7^, 1996 
^> Chem^, B i o c h e m.B i o p hy s .Re s .C ommu n., Si 

9 6#. S6 7 1-6 7 7H> 1 9 9 3^, T o n t o n o z e>. Genes & 
Development, H 8#, S1224-1 234 1994^, Ap 
e r 1 o e,. Gene, Si 6 2#, S2 9 7-3 0 2M. 19 9 5^ (D'A^ 

"^-mmis^nr^ jmmmittvKm^-^tix\,^^>. ^fc, ppARricii, p 

PARr i^tJJpPARr 2©-s®T^y:7:4— A*^#:&U PPARr 1 
«P P AR r 2 llit^t^tN^^m<D3 0 / ^Jb^^^LT V^^jb^ ^(^^ 

[0 0 14] 

PPARa^U<«r, m^m'^<DDNA^^mm. PPAR^BSf^MECHL 
P> PPARffi2f^MAOP2, *fc}iPPAR:m2#MFL J 1 3 1 1 1 §:zr 

iCRS^i*<^v^O^^-^ PMolecular CI oningj C.S a m b r o o 
k, JP), Cold Spring Harbor Laboratory Pre 
ss, 1 9 8 9^] T%)#S3i:;&«7?^So 



2 5 



ffiltE#2 003-3013174 




#2 002-257703 
5#MECHLP. PPAR^asf^MAOP2, * P P A R^lSf^M F L J 

13 11 i<^m^m:f3^^t^mm:^^\,mmmit. mmBM^n^\^t:s>mm 

SB^JS:^t-S5t^^35Sv^^i-^®-fp^^v^fey -if >:/n -^^^^ 

^.il>i5S^fCJ:»;xnRNASr$e,{C^lSft-SXi:%T'^§„ ^f^^ mRNASr^m 
•^-Ti:*. f&ISStlTV^Sft^a};^mRNA&M^^T=bav^. 
miz. «^$^J^cmRNAS:^>^Ay9>rv-Xtt;ry:JdT^9>f^-0D 

##10. PPAR^SSf^MECHLP{Ctt@H3»J##12i:ig^J#^13. PR 
AR^5:#MAOP2fCliiB^fJ«#14i:@B^J#^l 5, PPAR^iSf^MFL 
J 1 3 1 1 UC«gH^J#^l 8i:SH3?[f##l 9^MV^TPCR^C#^U gfil;^^- 

mm^^<D-m(Dmm ^^t^^^2 mm<D^^^^^ v>t pgr izmL. s 

^t^z.tiz^^xBmt^^DNAm}^^m^^t^x^:s>. ^.i^mizitmrn 
M2, 4, 5, 7, 8, 10, 1 imm<x)^mizj:<'jm^ti&„ 

^J^^-^-hiDitmmmm iUaxam. A. M. SitJ^G i 1 b e r t , W. , « 
Methods in E n z y m o 1 o g y " , 6 5 , 4 9 9 - 5 5 9 . 1 g 
8 0) ^^::^^^^>y^^V:t^mmmm (Me s s i ng, J. 2S:tKVi e i 
ra. J. , Gene, 1 9. 2 6 9-2 7 6. 1 9 8 2) ^{C j: y=ff;&^ - 



ffi«E# 2003-3013174 




#2 002—257703 
[0 0 15] 

FMolecular C 1 o n i n gj [Sambrook. J Cold 
Spring Harbor Laboratory Press, 1 9 8 9^] 

m:s:i^^ECHLP(DM.^msmv(Dmm^. mmz. pp ar at r^itrRx^ 
p p A Rmm^mAo p 2 <Dm.mmmi^v(Dmmmi>mmv^&. mmizi^x p 
PARriSitj^ppAR^sf^MFL J 1 3 1 1 1 <D^^mm^x^<Dmm?ikfimm 

NA^C^^^5i^tlfe^M$::^#LT3tlS:ffi^^T=&J:v^„ 

PPARtt>5^g|S;?,^e,^ALT%^i,N*^, l^*ffi^DPPARr*«S^fC#ife1-Sfl| 

•5-^. PPARr&#V>T, /S#@B^J{C^j^$tlfel/7K~^-^PPAR^gSf^ 
ffiECHLP*>e,;feSfl|^®«., PPARr$:#v^T, ^S^iH^tJJC^^^tlT^ U 
^-^-^lP.PAR^gSftmAOP2;^,^e,;&S#^®^., &^v^«, PPARr 
$:#V^T, /iS^iH^^^^C^M$tlfel/)K-^-ilPPAR^B^-mMFLJ131 1 
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Y. (1981) Cell, 2 3, 1 7 5 - 1 8 2 ~ -X • AAX ^ - 

mmm (CHO) (DV\^\i'ummi'^ir^~^_:Xmm (Ur l aub, G. a 
nd Chasin, L. A. (1980) Proc. Natl. Acad. Sc 
i . USA, 7 7. 4 2 1 6-4 2 2 0). t hJB&i^.WlliftjfeH E K 2 9 smB 
is J; XJ^^MBlZ Epstein Barr Virus<DEBNA-l 
XLtcZ 9 3 - EBNAlIBg (Invitroge 11:^:8^) ^it^ ^ < M^^htlX 
\i^^i>\ 3tie>lC|!S^$tl€»*Dt'tTtt^<. PPAR^BSf^MECHLPlCfcS 
P P AR a ^ r (Dm^mmmmW. P P a R:»2#M a O P2{Cj;SPPA 
Rott.^\tr(Dm^mmm^. feSV\«PPAR^gS#MFL J l 3 l l ItCj: 
S P P A R r ®«¥M^^Stt$r^mT*^-5 %,0T'&tlli i 

T%J:V>„ m^m^^ ^-(DmtLXlt. SV4 0<Z)tJ»!yn^-^-&:tt-^ 
pSV2dhfr (Subramani, S. et al. (1981) Mol. 
Cell. Biol., 1, 854-864), t:h®elongation fa 
c t o r >^n^~^-^;frSpEF-BOS (M i z u s h i m a , S. an 
d Nagata, S. (1990) Nucleic Acids Res., 18, 
5322), cytomegalovirus 'fU^—it^^:^^^ p C E P 4 
(Invitroge nt±m)^^m^X^^ijK rtltCPI^^ tl^V^c 
[0 0 16] 

%®«:MVNS-i:*tT%, m^lt. PME18S, (Maruyama, K. 
and Takebe,Y. (1 9 9 0)Med. Immunol., 2 0, 2 7- 



2 8 
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3 2), pEF-BOS (Mizushima, S. and Nagata, S. ( 
1990) Nucleic Acids Res., 18, 5 3 2 2), pCDM 
8(Seed, B. (1987) Nature, 329, 840-842) ^fii^ 
if^n^o ^^^^^^-«DEAE-7^;^Xh^>^(Lut hman, H. 
and Magnusson., G. (1983) Nucleic Acids Re 
s., 11, 1295-1308), VymiJJl^ty^A-Dl^Ai^mmmiGr ah . 
am, F. L. and van der Ed,A. J. (1973) Virolo 
gy, 52,45 6-4 57), FuGENE6(BoerlngerMann 
he im^fcig)S:MV^fc:&^S, tK«^7l;i/:;^^?L^(N e u m a n n , E. e 
t al.(1 9 8 2) EMBO J., 1, 8 4 1 -8 4 5 )^{C J: U C O S^HJi&lC 

pRSVneo(Sambrook, J. et al. (1989): "Mole 
cular Cloning -A Laboratory Manual "Cold 
Spring Harbor L a b o r a t o r y , N Y)-^ p S V 2-n e o ( 
Southern, P. J. and Berg, P. (1982) J.Mol.A 
PPl. Genet., 1, 327-3 4 l)^$rzr • h^>>?.:7aii/h0, G4 

m^lZlt. Epstein Barr Virus (DmmMj^.^mL. 2 9 3 - E 
BNAMj8^-egait5i:*?«rig^pCEP4 (I n v l t r o g e n^±);&if®^3Eg 

'<^^-^m^^xmm.<Dmnmmmm^m^ziii)'^X'^^. 

i^^')mmmzMm(Dm}^'^m^^m^ti^. mmmizm^^n^mmthxit 
> ^^i^t:^'^±mmz};i:.\^xmM^th&^m<D^(D^m^miRx^. m^it±m 
cos $mx:^nitR PMi-1640 mm^p ^jvy<^i; nmiE-f -^jimmm 

^^(^MEMm(DmmizsmK.mi^^m!^Mm(FBs)^(Dskmm^^Wimi. 
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B S)^<Dikm^^^miM h ^JVKy nmiE^ - tJ7';VS/^ig^^^^(DM E M) 
[0017] 

•r § p p A R^ssf^M E c H L p (Dnm^mtim^mn\z j: y ia«$ ti^ r 

A R^iSf^^E C H L P feS P P A RlCf^ffl -e(3Df^MlC^#l>T P P A 
RffiSf^M ECHLP®PPA R«i^il^?Sffi{C^-r -5«If!f^:^®MII S:^ D § 

PARcD±f^M{eiiM^LT|^^$ti-5p *fc, M;tli©S^ii^i^M*'5PPARi: 
M-^ b T«^^^|g Srigji b, -:&T' P P A RffiS#M E C H L P {C J: SJPM^ 

lt%^JiPPAR©^f^M#MS«fTzf-X hi:bTI^^$;n,§o ^fe. mX\t® 
P P A R^aaf^M ECHLPi:M#bTPPAR ®«i^^#|g«It[f^ 
mSrPlWt-Si:^, feSV^^i«^i^^^S3b^PPAR^i^#MECHLP0^^§:|Ja 

3(^i:e)^i^KltP PAR®5£f^M&{ISai-t-^PP AR^gS#ME CHL P 

PiWMi: UTUfS^tiSo 3tt6>(D> (D.a^^*(D»v^*rtl%p p ARTdT— X h*"? 

% ?t e> f iff#« il 3Plt b > X U > U T f^M f S k $ 
[0018] 

^^mmm-knmmm(D:^^rx*mmL. ppARa^^tir <Dm^mmmzM 

P P A RffiS^-^ffi A O P 2 CZ){)Ejif^M*'^«l^^%^{C J: tj MS tlS ^ i: 1/ 

>K- ^sr -m^^<Dmmic i y btif^f s zti/^x-^^o (Dm^mmnj^ p p a 

R*B2#li A OP2feSV>ttPPARr Kj^m ^®f^M{C-fe#br P P A R 

^BSf^M A o P2®ppARr m^mmm'mzM'r^ummm<Dmm-&^i^ s i: 
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^ ^2002-25 7 703 ^ 
P A R y t^-^LXm^mmWi^i&m -^T* P P a R^i^^M a O P 2 {Ci: 

s{g5i^^&i®wt- s ^, mmt^ utk- ^ p p A R^asf^M A o p 

j:e'^MM®ttppAR r ®> wmMt.mmhr:^±i^mmmmrzi^:;^hth 
rm^^n^o M^iS<D^ii^%K3?)«ppAR^9s-f^^Aop 2 ^im-^ut 
p p A R y om^mmm^mm^ ^ uiwr s ag> s v^ tt^g^j^i^sj?)^ p p a r 
■mKi^m Aop 2(Dmmt^mmvt^ij^m^um-t^t^. ^Pitij^m^^u^ 
- ^ -^s-fficDM^f^i^^M^^ tiSo J; e) j&i^«{±p p A R r (Dmn^m^nm-r 
^ppARmKj^MAop 2mwmtLrm^^ns>. 3^le>^iv^ftlt)PPA 

•t^:it:i)m^^ti^o -^T', m:^im^mMf}^p p AR^Ki^mAop 2^ 

SVNliPPAR rlCf^ML, ^®f^MfC^#LTPPAR^asf^MAOP20P 
P A R r «R^^^?Sttlc#-r Sie5i=S^*& jtiiSiirS H ^, ^ - 

4iSo 3® cfc e> P P A R r ©M-mM S:® < j^® 

M^t-^ri:{c j: #ffi^^M«®^v^-f ^^Jii'ffiBfc^^&xi^ U-~ 
[0 0 19] 

nm^mmt:nmmm(D^^rxmmv. ppAR7(D^^mmmizM^^pp 
AR^gs#MFL J 13 11 i(Dmm^¥mt)m^Wic^i)yum^n^z.t.^u 

^ - Jte^ ©igJgic J: y ^ffl }?)ST'^ (D^mmWii^ ppa 

R^Sf^ffiFL J 13 11 l&SV%ttPPARy}Cf^Mb, 't<D^mK.^^LX 
PPA R^BSf^M FLJl3lll®ppARr ^^^^tS-ffi lc>S>f>r ^{SM^:^ 

PPARr®^#M{E5i5KI^LT|^itSti5o M;tli(DI5i®^ 
^^d^PPARiiM^LT^i^^^|g$:^E3lb, *>oPPAR^|2f^MFL J 1 

3 11 nz^:s,j^mmm^m^t^t^. ^mt?>\y^-st-mm<Dmi<i!)'^mm 
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p p ARom^mmmmmm^^mmt&t^. ^^^^^immmnij^pp a Rm 

S#MFL J 1 3 1 1 l®^^S:iE3tbfcy^«?&ffiif!f-rsi:^, -^^Ul^a^-r 

ji^sppAR^gs#MFL J 1 3 1 1 im^^mtbrmm^n^. rtie,® 
, <D:SLtJ^(D^iv^•rtl%ppARrdf:=.x h>&^=&fee>'rm#M2iaieiiLfc-r>;^y 

^it. mmm 1 2 tciH^o^f^-r?. i c 5 0 0 /*MjeiiT®ifeM$:, b < 

[0 0 2 0] 

•^t\>X\^^^m^(D^^i[:'^^ (^3^5^KS:#tf) , ^>fcf•:^^ur>n/ • ^r^>^ h 
U (N. K. terrett, M. Gardner, D. W. Gordo 

n, R. J. Kobylecki, J. Steele, Tetrahedron 

,5 1, 8 1 3 5 - 7 3 ii 9 Q 5) ) iz^^xmibtitcit^^m. m&m(Dm 

[0 0 2 1] 



&.r. mmmiz^':,x:$imm^w^ir^i^^ ^^mimmmmizj:'=>xmm^n 

^%(DXlti^\,^„ #^C^|^T»JJ?)<^V^#-^^i, ^m<D:^m ( rMolecul 

ar Cloningj Sambrook, JPj^ Cold Spring Ha 
rbor Laboratory Press, 1989^,^) izm-DXmm»S 

iBT'^^o ^3^:, wm<D^m'p^^y h^m^i^^m^izitj^m^a^m^mizm-ox 
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[0 0 2 2] 

<mmm i >±#m u :ffy f • mwm v KoDim^^s 

GW7 2 8 2 ( (S) -3- [4- [2- ( 5 - ^ 2 - 7 x 

-;p7|-^i^v^-;i/-4 a:hdr>>] :7ai-;b] -2 - (i-t:nu;v) 
n lf:?r>^ ; G 1 a X o S m i t h K 1 i n e , 

Drug Data Rep 2 0 0 1, 2 3 (9): 8 8 9), GI-2 6 2 5 7 0 
( (S) -2- C (2-'^>>y>f;i/:7ain;i/) T^y] - 3 - [4-[2-(5-^^ 
)V-2-y ji=.)b:t^'*}-)/-jv- 4 — r;i/)x hdri/] :7 xn;i/] :/n G 1 

a X o Sm i t hK 1 i n e ,WO 0 0 3 8 8 1 1), GL- 1 0 0 0 8 5 (2 
- (3- (2- (5-:jl^;i/-2'-7a:::i;i/:r=^-9'V^~;i/-4 ->r;b) xh^t^S/ 
) 7xx;i/:;lf^;i,^:t) ; /hiF^ax^, WO 9946232), UP^V 
(Rosiglitazone, (±)-5- [4- [2- [N-:)l 5^;i/-N-(2-tf U 
J]:iih^i/]^ypJV]-2A-^r)/VVypyi-y -^UJi-h ; G1 axo 
SmithKl ine, WO 0147529) , }^ytifV ^ )/y (p i o g 1 
itazone, ( + ) -5 - [4- [2- ( 5 2 - tTU s;n;i/) x 

h=¥S/] ^yvjvi -2,4-^rvvpyp:ty ;m,mm^aJim, jp i98 

6 2 6 7 5 8 0) ®#'fb^#{Cov%T'mM^:jtjx>CA$:«?^-r-5}^i?){C, Z.^^ 

ti^iomm^- 260-266, 1966 ; ^^P>, Diabetes Front ie-r, 
HlO^, 8 11-8 18K, 1 9 9 9^;:^^^, Diabetes Front 
■ier, moS, 8 1 9-8 2 4M. 1 9 9 9^) SrM^bfe, 
[0 0 2 3] 

(1) ^t^mm<Djkmmri^m(Dm^ 

7--8igi&(^KK/Ay^?^7X (02^^ l^T^) tC^fU, 0 . 5 5^;i/-fe;i/n 

-x(Mc)ic®^^, mmmm (i-io mg/kg) b:fe#'fb-^#;s:i h im 



2003-3013174 




002—257703 



. 4 Bmmmai^^ht=.^ Mmmiz\,to.5%MC(D3!^^n^Lf:io m^n-^ 

ffiL/fe(^l)„ (Reginato MJ^ J Biol Chem 273^^ 
4 9-t3 2 6 7 9H 1 9 9 8^ 

( 2 ) it^m^<Dnmmmm^(omm 

&:$i&iliZ. J. Appl. Physiol. 69(6); 2091-2096,199 
OlC^$tlfc:&^{CtJ&oTM^L;t„ ^^>h (S p r a g u e-Da wl e y r 
a t s ; BMW IC, ^^it^m^ 1 0 0 mg/kg (0.5%Me thy 

iceiiuibse izmm)(DmA'^. —B-mx*iimmmmmo^¥Lr^. 

:^-'T'JimmrX-rmmm^ U O . 2 5%3i/t>:7. (Evans Blue 

) (;^S:ti^;?K) 5: 0 . 2 5 m 1 (0 . 6 2 5 m g)/^ y 5:5^ 

KaST:^»MJ:»J$gjfitbfco ikm^:^V^mh. -e®®3feS(6 2 0 nm)7b> 
e,# ^ A > (m g /m 1 ) Sr^A* ( 0 . 6 2 5 m g ) T'^o fc-fit 

e h i c 1 en-^m) izMirsm (%) sr^m^fe (^d » 

itue,®^^, GW7 2 8 2ii^#M.irff^Mi:%C^<^®bfeo '-^^Gi- 

2 6 2 5 7 0«^#M<Z>^jSliitl?e5l«V>||^3^^;bS, ilf#MttllVAo *fcGL 
- 1 0 0 0 8 5tt^f^M©^^tt||V^;()^. ifJ#M$:^<^^bfeo 




% oi CTRL 



OW-7 2 8 2 



0.4 1 



130 



GI-262570 



0.9 8 



12 4 



GL-l 00085 



1 7 



133 




4.6 



1 0 



110 



114 
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<mmm2>ppARr tv^-y \'^^mzmKf^m^^m&M<DmM 

(1) PPARr^^^OD^H 

P P A R r D N A^#M^fe J: x^^j^y Ki^^fl^ Sr'^tf C^KSSM 3 0 2 T ^ 
>^m&3~Kt-^cDNASr. n" hBia&TOB&5^® c DN A9^ U ~ □ 
>-5-y^^?±;Marathon Ready™ cDNA ) *^e,JKy ^ ^--^ . 

yr^5.a>^ (PCR^) fCJ:oT«(#l,fe„ m^^y^^^^^^^ 
Gene b ank©r^ir^y>>3>#-^U7 9 0 1 2 {CgBig^tlfet h P p a R 

^mwi.. ^e,K:»A§?ifepPAR r ®3te^©T;^-cDM«ffJc^ti-rtiMPW* 
Kpn liiSma I ©^Si^^T i ^ {cgg^j^^ g 1 0 

L:fe::/9>r-^~$:^Stl,fc„ P C RliDN AjKU ^ ^--^ (P y r o b e s t 
DNA polymerase ; ^MJt^t) 9 S^C ( 1 r©-) OD^^, gg 

°C (5#) /5 51C (3 0#) 7 2r ( 3 4^) 0i^>f 3 5 Hf. i^y^L 

0 0 4^a^®DNAir>tttPPARr 2®m2 0 4T 
^ >^ K>ttttf ^ r'(?) 3 0 2 T ^ y e, P P A R r ® ~ KM ' 

(2) ^«^:i/-/\-f «, KM^31:/^x^ KcD^ig. 

TO^mS a 1 I ^i:tJfN c o I T'^^LTilt^JlfC b7^c/<^ ^ - p D B t r p 
^t)^ (1) •^'^e>^fePPARr®cDNAS:#t?PCRm>rS:|^^{C^y-7W 
:^U^y Km^§^MaV2 0 3 > e h □ /N^U U^-^^Aif^ 

m\Z^^mm.m.mhfc (C Guthrie, R Fink Guide to Y 
east Genetics and Molecular Biology, Ac 
ademic, San Diego, 1991^) ^ ^ <Dm^mmmmM\fiX'm 
nmmXii^^}:,. post r p®v;i/^^p~->>/i^^^.fCPPARr cD 
^^f^mx^t^.f.^^:^^^^ a:<TpDB-PPARri:BS^^S) ^m^^t, 

3 5 ftjlJi^ 2003-3013174 




#2 0 0 2-2 5 7 7 0 3 

hyry^^^^-^r^^mm^mm^mm (difco^±) (2 0%T;jfn-^) 

X^mmzxSO^^mLtc^. rjV^Vm ( rMolecular Cloni 
ngj Sambrook, J e,. Cold Spring Harbor Lab 
oratory Press, 1 9 8 9^) T^^^X ^ K$:#il|f^U iy-^ 

yiyy^^^yh (t:/^^ KA>r7f-^>j^5^A^±) (ab i 

3 7 0 0 DNA sequencer T::^9>r hVW:rS/:^7^AX^f:) $:MV^ 
Xmmmm<Dm:^^m^^ PPARt^cDNAjS^pDS t r p®GAL4®D 

^^^^^^<^=^-h*mmtmm(Dyiy^2^ffi-^mi,xmx^nx\,^^%(D^m 

(3) mMV-J\4':rv y \^:^^ V-ziy^ 
±^^®pDB-PPARrJCj: VMnmml.r^y^7^^:fV y KM^««M a V 
2 0 3 $:4 0 0ml®YPDm@:% (DIFCO^fc) JCMU 5 9 0 ,h 

V^^tMatch Maker cDNA library) ^20^sXmMm 

GAL 4 DNA m^mm<Dm^^^w\z. GAL 4 m^ummm<Dm^mB 

X^^SAT (3-AMINO-l, 2, 4 - T R I AZ O L E ; ^/^.T^t) 1o 



miE# 2003-30 1 3174 




#2 002 — 257703 



r tcM^-t § g e « S: L T v% § :r ^ 3 A T Wffio^^CD n n- 

rnvt^. :iti (ocDmnmm 2 4 ^ra y p d mmmm±X'±^<D r rf-^ how 

PPARrtc^^-rsMe^Sr^^UrVNS P« MJSg & ^i5c#^ b . *^ e, 

i^n>-7^-;^r^fcYe a s t Protocols H a n d b o o k CD^^^Ct^^o 

GeneBankTtJ^-fevt/a U29899 Cloning vector pACT2 ^ 

(AB I 3 7 0 0 DNA sequencer T:/^-f hVt>f:t 

*;iB^tf## 3 izmm(D E c H L p (Dm^mm^^ti n - * tir V^ § - ^ 

SrBLAST (NCBI) tCi:S)^^n i^-^^JC J: ^fcWIiftj^ 

Smith CLPjProc Natl Acad Sci U S A 2 05^9 3(1 
7)#8 8 8 4-8 8 8 8H 1 9 9 6^:) ,N c o R (N a g y Le,Cell ; 
8 9#3#3 7 3-3 8 0H1 9 9 7^) (DmU^m}^^^t}^ U-yi^^^^n 
Tfe y , ±m(D7. ^V--=.y^x y :fSy F^#'I4cd P p a R r (Z)^lg®^;&^^^ 
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m±r'GW7 2 8 2^10 /iM<Dmmx*mMLr:L^mx'^^^^tc. e-is^^; 

M> iB^J##7{c|B^(Z)AO P 2 (Genebank TtJ^ -fe »y a XM 
_00 14 1 5) ©S4>K^JS:-^ma5ibfei^n->2Mjb^#StVTV>fc„ 

mm^mi^(Dm^i^nm^tLxmhtix\^^^sRc-i (smith cLe,p 

roc Natl Acad Sci U S A 2 0 # 9 3 ( 1 7 )-^ 8 8 8 4 - 8 8 
88H 1996^) , NcoR (Nagy Le>Cell ;89ii|3#373- 
3 8 0M1 9 9 7^) (Dm^^mj^^^ti^U-^fii^^nX^i). ±m<D7.^ 

v-^y^xv:ff> p p A R r om^^^m^f-^mmx n^z^najm 



o ^^'f'^^i-t.hXM ^J^FlKcDNA^.-r:;^^u--e?^^«mbfe«l^Jias:Mv^ 
feo o^i 2S2\tMLmmmi/iMhitjt:^^t>\zm\ih. nr^-y^v^^rx 

P PAR r {CM^i-^^eM$:|^^bTV^§^S^flg^ 2 4 Y P D@?^^;% 
J:^GW7 2 8 2 S: 1 0 /*M®^^ST'^iD b^^^/^MT'^T^^-Brfe^ /S-iif^^r h 
iy^—^m'mi^Kii^)^ ±il?g®rdfnx h0#^Elc-fiie#LT P P AR r \zm^ 

t^miBn^nmhx\.^^mnmM^mm.m^\^. nmmf)>ib^>iy^^^)^^^ 

> IB^J## 1 6 lC|a«(Z)fr^M^^ (FL J 1 3 1 1 lia^^g-fe^; Ge ne b 
ank Ti^-fey ^H>S-^AK023173® l|gSgm#:) ©S^^HB^JSr-^tfi' n - 

[0 0 2 5] 

<^WJ3>PPARr ^ECHL P^T^iliAOP 2cDU;{f:y KJ^^filf^BS^M 
^«iM2T'^feECHLP, AOP 2 Dft ^i-^^SKS^i: P P A R r <Z);|B 



3 8 
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;&e2S(OT^'->^hGI-2 6 2 5 7 0 immmm^ fiM. XitO. 5/*M) 
i:GL-l 00085 (mmmm^ /iM. XitO. 5 fiM) ^fflV>T, MMV - 

V^^^$:#•^'^^S■^%GI-2 6 2 5 7 0li, 5 ^ M7b> e, 0. 5/iM{cMD 

T%|Hl^{CPPARr ^:ECHLP®^-^S:^^bfej5)^ (01 b) . SI^MtCit 
i{eifIi^V%^:^$:^$0'fb-^i^GL- 1 0 0 0 8 5T?li|i^^ 5 fiMiy^^O. 5 /iM 
{cMCSilPPARr i:ECHLP0^-^li>S:^<^JStfe (01 c) „ 
l^^#M^Ci:bi^6^;l^V^^^$:#0-ftl^#^GL- l O O O 8 5«, ^g^^5 jxMH)^ 
e> 0. 5 /tM{CMl::^T=b|^#lCP P AR y i:AOP 2CD^-^;g:^^U (Ml c) 
, ±#MlCl«V%^:^$:i^O'fb-^%GI -2 6 2 5 7 OmM'^ltmm^ ^ fiMif^^ 
0, 5 ^MlC^CS^PPARr ilAGP 2CDM-^li>^^<M^bfe (01b) 
o r^l.ejtt, Tdfn;^ hG I - 2 6 2 5 7 0. G L - 1 0 0 0 8 5 OD#:&{C j: o 
TPPARr^ECHLP, ^§V^^iPPARr A O P 2 CD U :j5f > K-fe#fi?;^& 
5:^^M*^^^ofcri:JCi:Si:#;te,tl. z:®^:^J()^e,, ECHLPliPPAR 

S-??«S#M1-^:i^*^0^e);^)^^;&o7^ (01c) „ ;rti^<Z)^:^id:rdf->^ h 
Mf^MC^BM LXr if->?. Mfe#6«r{c P P A R r {c^gS^Mt* 

6«rJc:^mT'^s%<Dii^x.e.ti:fe. -;^^^n-># 1, 4, 5. 6, 7feJ:t)fNC 
oRttT:!-:^ hGI -2 6257 0, .GL-10008 5 r,\'rn<Dmmm^PX^ 
P P AR r tiOym^fimmL. rdr-:^ h®^#M-®l#M{c^gBl75)'5M^ti;fc;^) 
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[0 0 2 6] 

<^mm4>jEn^j:xj^mmm=iy'jv^^:;^iz^i'f^ e c h.l p^mmi(Dm^ 

±i^<D^mzm^^. ECHLPi:PPAR7 ®*l2f^M3{)^ P P A R r T iT-^^ 

mmm^^;V^^:^KKAy/Tei (Iwatsukae,, Endocrinol 
. Japon., ^17^, S2 3-3 5H. 1 9 7 0^, T a k e t o m i 5,. 
Horm. Metab.Res., ^7#, S2 4 2-2 4 6H, 1 9 7 5^) , 
C5 7BL/KS J-db/db (Chen?,, Cell, m8 4#, ^4 9 1-4 
199 6^, Leee,, Nature, S379#, ^83 2-6 35 
1 9 9 6^, Kakue>, D i a b e t o 1 o g i a , ^3 2#, ^6 3 6 
-64 3K. 1 9 8 9^) (D'^^m. fllMlCfeltfS E C H L PM-^^® V^rX:*- 
^'>^nife chlM^^<D:f,y±yp-y^Rl^A (mRNA) ^m&^iA^^f^ 
V-zr iry^:KVV^7.^) ^m^>^xm^L (de SalzleuP,, Nat 
ure Biotechnology, 016^, S4 5-4 8K, 1 9 9 8^, 
Wo dickab. Nature Biotechnology. ^15#, ^ 
1 3 5 9-1 3 6 7M. 1 9 9 7^, L o c k h a r t P,, Nature Bio 
technology, ^14 ^167 5-1680H, 199 6^), IE 
1t«#:C5 7BL/6 J, C 5 7 B L/K s J-+m/+m<Z)-etli:ifcg^t- S 3 i:{C L 

(1) V^XtOMiig^^ffi: H:*:^ l/T^±J:y:r:7.CDC5. 7BL/6 J, KKA 
^/Ta, C5 7BL/KS J-+mhm^nc^ 7BL/Ks J-d b/d bv-^j^S: 
# 8 nmx Lfe. C57BL/6J 1 5 M^}c;fe S * T'^HI^W L T^c 

o KKAy/Tave;j^l«;«jnU~:^(CMF. Oriental Yeast 
C o . , L t d . ) T' 1 5 ii^ {C S * T'^amW Lfc. C 5 7 B L / K s J -+m /+ 
mVii7>^;S5:t,ec5 7BL/Ks J-d b/d ^it^MlkX 1 ^M^Kt^^t, 

^mmm^ht.. KKA^/T a-^-i^^^^JctjeC 5 7 B L/K s J-d b/d b V^r 
X;0«iE^>x'^;;^i:jtgeLT]^jfil«g, lg#:aiC;&oT r SrSi^Lfe (KKA 
y/TaVC^>^:Jl!l)if^t5 14:2±18.2 mg/dl. ^S4 9.9±0.7 g 



4 0 

t 
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. C57BL/KS J-db/dbV^7X:jfii«i#4 2 3.7±14.1 mg/dl 

. #a4 8.6±o.5 g) „ Mmmlt^^::^mmm^v$^^t^n^^^ itmm^ 
^M'vm^L. -8 ovx'^^Lr=.o 

(2) mRNA<?)|Sm: b^i^^^^gC R Y O-P R E S S CP- 

OGEN (=-y^yi^--ym^m^. 'J^^i^^^^^-y^-ULTRA-XURRAX 
T-8 (IKA LABORTECHNIKt±)$:MV^T>^^^2>^:^-^Lfc„ ^- 

SrDNAse (~^)/7K>>:;->?±)T^^SU ^BAUTV^§DN A§:^«?bfc„ 

y:nJ^;vy^UU^s;iAmm. :^^J--;vmm^n^K RNAsJ- 
free HgOjC^^Lfc, RN A^ig^^Q u i c k P r e p Micro m 
RNA Purification kit (rv>>-v A1c±)^MV^T«^#^n h 

(3) ^-<MtoRNA(Dm^: ^ ^ h V ^ y^n<D^U h n^jl(G e n 
eChip Expres sion Analys i s Technical Ma 
nual) {C«eoT, mRNA^O^&S 1 :^ h ^> K c DN A-^^. m2XN^> 
KcDNA^^. }^^^y^^MtoRNAa>^m. ^^MtcRN A<D:7^^ 

(4) /W:/U^^^-.>H>: T:7^;.KU^;.1±(^)DNATI.^ (Gen 
eChip U74) it3:^C0^:frU^A. C g, T V^5, T7Y^ 

(5) riy>cm<Dm^m<DmiE: mmmiz^i.^xit. ^yznvma>miE^^^ 
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t:K-M(Dmm^i)^fr:L. ■^y^ri'^momiEit. "^^ri^^^tizAFFxzf 

itiEmmi^titmi^xmM^mmm:^! smmorn'mvite chi mRNA 
h^^xx^iE'mmmzitmLx e chimmMi!fi2m&.±icm:kiyx\f^r:^^ * 

fcl 57iM®KKAy/TaV'^::^jCfe{tSe c h 1 ^3^itcD5=t;iiii^^|H#!||^ 
j^{Cfelt§Wl^JKIS«^J^LT^e>tl-5>:7n U (p h 1 o r i z i n) ^1 

0 0 ing/kg(DM»T'3 oi^fe^csia, KJ^p^^-^^b, jfii«im«M«e!;iciE 
#l/'<;^^c;&.ofe®:gg(Z)S#;^,^e>7^l^^®^^flSil?:fe,lgft:;(,1^ e c 

hi«. !if;@^5»ffi<D^:^, i6Lmm(o^micmmLxnmi!)^/umr^(Dx\,trj:<. 

±«E^raD»^^^»y:/SrMv^T 1 23ia^, :t>^®iE1tve7XC 5 7BL/6 J 
mi^<Dm^^iZe Chi ®mRNA^3l»S:M^L7^^^, e c h 1 

^3^*«M^-^^ofe (03) „ CltlfCj:y|§Jg^|J^;0^e>%ECHLP/E c h 1 
P P A R r o itfs S^-e zi 8) tl TS: . 

[0 0 2 7] 

<^jfeM 5>ppARr(DU:^> i^^^mm^mmmizM^^ e c h l p cdmsp 
±5z&®M^:d>e), ECHLPitppARr tLVusyy^^iftLxm^i^mu 

^Hfi^m^M^. ^ZIT'E CH L P*^P P AR y cZ>;t"r-5^i^^#^SlC ^©0: 

(1) mmmmmmmzf'^:?^^ fgal-ppar ro^ig 

H h P P A R r 2 ® U ;if > K^^fl $: n - K ^ S c D N A & ^« G a 1 4 CD D 

NAM^^^ (1-14 ir^jm) (Dc^mmizm^i^r:i^^^m&M^n- 
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bfco FpGBT9 i^uyy-y^m *^e,Ga 1 40DNAM-^ 

M^^n-KfSite^if^^-SrffJm^mHind III. Sma I^MvnT" 
■©ymb. zitiSrpZ e o S V®v;i/^^n~n>y->^>f hoD-y-^ hicffAbfe 

(iJ^TpZe o-DB^l!g|a-r§) o mZmm<D:f^>^^ FpDB-PPARr;?,> 
e>PPARTa)U;«f>K^-^M^$:zi-KfSDNA©r;^'&Kpn I. Sma 

I SrMv^T^ymL, ZltiSrp Z e o-D B<Dv;i/5^^ n~->yi^>f |s {C^§ 
Kpnl, Pvu I I-9->f h®^{cM»j2.*. FGA 
L-PPARr 

(2) i&%^Ji&#g^M::^^^^ Kp cDNA-ECHLPCD-m^ 
iB^J##l 2:&t)fl 3^C^b7^^^>rv~^M^^T> b:h#^&|g?cDNA^>f >r 
^U- i^Uy^v^^) *^e)PCR^iCi;yECHLP®^;R^S:n- K-r-S 
9 8 7 bp (/<~x/>^T) $r^tfcDNAm;ft^«l#07^Co PCR^DNAjKU 
^^-•^ (P y r o b e s t DNA P o 1 y m e r a s e ; ^?@3i?±) S:^ 
V\ 9 81C 9 8 1C (5#) /5 5TC (3 05g!» 7 2"C (3^) 

®-!?--Y^>H/S:3 5®, m^rMhttL, ^Itl^: p c DN A 3 . 1 /V 5-H I S-T O P 
0/<^^- (>f>tf hn^^:n>?±) {Cin vitro Mm;tfC±§TO P O 

P cDNA-ECHLPSrf^lSbfeo ^fe^E C H L P IC^^jhrz K> &#A-B:i-- 
(3) PPAR7©U:^> K^#e5«¥M^|g{C^t-S E C H L P CDTOf^M© 



M (^>^n?±) ^M^Xl 0%ny'7A,3Lyh(o%m\zr^^t.'^mmLrti. 3® 
imiStcy>m:^;b.>^;.AiS (Graham Le, Virology, 5 2^4 5 
6K1 9 7 3^, if#i£^, 3t^^#Ai:#gi^/®#?£l 3-1 5Ml 9 9 4^ 
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I 

) iZ^^J. J:M®GAL-PPARr (0 . i 5 ^ g/^x;b) . fe^y^GAL 

(REX8-Luci.,.T;rfe,. Bfl^4Jj||##WO-9 9/0 4 8 1 
5) (0.8 AgZ-irai;!/) Srp cDNA-ECHLP ( 0 . 0 5 -0 . 2 ^ g /e; 

^<g>v^«1s^ffc^%$:^;^^c»IIUT4 8^^^^l,fe=^^ mmt:}^^u mm 
^ V ymmmm mrp b s tmmr^) .T'Sfe^Lfe^fcc;^.;!,^^ y o . 4 m 

(1 OOmM y>m;5rU^.2. (PH7.8) . O. 2%hV h> 
X-lOO) ^^iULTM^r^^bfe^ i®mM^?Sl0 0^1{c;i.5/7x 
9-fe'S«^Ml 0 0x^1 (tf^y;5j^:;->^) AB-2100M^b^ 

PCHIIO (TVj/^A7T/bvt/TA^:t5^^r^i) 0 . 4 g/^;a:;i.^|0 
SS{cn N:^>;,:7:c^ h U h i^^-e'^-gfe^ffii^:.^ NGa 1 a c t 

o-Light PlusTMsystem (r>^^>r KA.f:rS/^^A?±) SrM 

^nt:. (04) , ^ti}cj:ypPARri:ECHLP®y:if>K^;i^6^;.^;flS^ 

ppARr (D^^mmm'm^mm ^ti^zti^^m^mzfjt^tc^ 
:i(^mmit. mm(Dmmm^^;v'r^xiz^^^x. iiiif;&ECHLP/Echi 
^'mm<Dmmm^v$>^zt^^Lr.mmt^<-^m^^^ ^t^i,^^ ^^^^ 

3^m-??{iE C H L P/E c h 1 ®5@5lf^3^*^^ JC J: o T P P A R r 

'^<^^^•^-t1^^xtJi\,^rcmzmi^mmm^n^t^^^tlt^^ 

ECHLP/Echl «^^^P^{CJiil&^f^^{Ci!r< oiy ^;i.C o AJUtK^^ (e 
noyl-CoA hydr atase) 4 JIC o Ammmm (die 

noy 1-CoA i some rase) (D 2mm<DmmmmMmill^^^n^m 
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Jt^^-rS (FilppulaAejJBiol Chem 273#1#:34 

9-3 5 5M1 9 9 8^) „ tr^mmmKmmm<Dmmmimmmi^^^xK^ 
^^xikmm^mr^-^^z.tiii&.mti^^m^nx\,^t:, (co 1 1 1 e r r^h 

ormMetabRes 25#l-^:9-l2Ml993^)„ ^(D^mt. 
ECHLP*tppARr^gtt®^IIMf^MS:%otV^e._tlMCO^^;^)^e,, ECHL 

p immic^^r^ p p a r r ^ifft^mf^m^npLx & e> (Dmmmi^mmm 
m^mo^^x;^^iim^^nt^. :iti^mpsLx. ppAR^gs-f^^ECHL 

P(?)SS:MCtili, fe§Vxii^gSf^MECHLPtcj:SPPARr{C^t--5«lM 
[0 0 2 8] 

±m(Dninizm^^. AOP2ilPPAR7 CD^BS^ffl;^)^ P P A R r T zi=L^ h 

;i.V.i7;^KKAy/Ta (IwatsukaP,, Endocrinol. Japo 
n., ||17#, m2 3-3 5H. 1 9 7 0^. T a k e t o ml P,, Horm. 
Me tab. Res., ||7^, S24 2-2 4 6K. 1 9 7 5^) tiE^mi^C 

5 7 B L/6 J (^mmiz^tH^m&M^m^m^mmz^kTb^^ yriyy^^m 

^^i*^ (-nl-P), Electrophoresis Ill8#, ^207 
1-2 0 7 7H, 1 9 9 7% Tongee,, P r o t e o m i c s , ^ 1 i^, 
S3 7 7-3 9 6K. 2 0 0 1^) S:MV^TjtggLfeo ?^^^7=;i.v^::^}C^ V> 
T||^^^i^C2^^±CD|IM;^J^'^fee>nSMaM^^Co^^T, M*^^«f^§:M 

(1) vi^j^oMliCDigai 

H:*:^l/rj:»J:rx<?)C5 7BL/8 J. KK A^/T a^^ii^XSrSIAbfe. C5 
7BL/6JltWm:kXl ZM^iZtji^tX^mm^Lf^. KK A^/T a 
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^^H^mMLtc (KKAy/Ta-^i^/X : jfilliUgS 14.2±18.2 mg/dl 
, #M4 9.9±0.7 g) ^tie>2S^CD'7^7^S:i;ni^;i,x-7=-;bT'J^ 

(2) SeW^JlSKJDMSg 

>rif-ULTRA-TURRAX T-8 (IKA L A B O R T E C HN I K^±) 

(3) 2^k7mm.%Wi 

^tle>:^)^e,^5 0/^g<^)^a®S:■^tfS&^:^J, -eti-rtiM^&s^^-fem ( 

^^x-^^k7xin(Dm^^M%mm^n^rz.. =L^k5iiU(Dn%mm<Dm\z. ipgx 
) &MVNT^»>ft:b, 'mm^^)\^mmi.zi^\i^xm^^^^\,z2m&.±<Dm^fi^u 
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evchenkoe>. Analytical Chemistry, ||68 



1^8 5 0-8 5 8H, 1 9 9 6^) ICj: y ^Jf >A^g§:{^>J->ft t> ^Zf^l^M^^ 

(4) -7:^:^^^ hJvmizj:^m\^M(Dm^ 

^0.0 7 Sunn, ;R$15 0min, dp> 0.2 5K^ 

m#^T. ^^S:#4^«&2 0 0 nL{Cf8^b, T-fe h y ;b^@B^ai^{CT# 

mm.-m^mmn (i?— ^^^x:;^ h^t) tcj:y, gi&65ic#/>^>^5^K©^^^':t> 

SaS-T^-^r/^-Ji^MSDB (U U~:^2 0 0 1 0 4 0 1) &ffiv^ fi?#V7 h 
Mascot (vhU^r;^ -^--Yx^xtt) iCT^f^flg^bfc^^, V'i7XAOP2S 
ajt (AOP 2/ l.-C ys Prx/nonseleniumglutath 
ione peroxidase ;GeneBank accession 
AF 0 04 6 7 0. AF 0 9 3 8 5 2, Y 1 2 8 8 3) ^(K>Ai]m(D^-^7 ^ J 

[0 0 2 9] 

<^iS#J 7 >M^}C ck S A O P 2 fgJifi® Jti^ 

ia^##l 3^t;fl 4lCa^Lfc::^^-f'7-S:MVNT, t: h c DN A^-r^^^ y - 
(^^n^T^^y^^l) ts^^VCKm (DNAsJfy ^^-if (Pyrobest D 

NA polymerase; StgJt^l) ?:MV>, 9 8 (1^) 9 8X3 

(5#) /5 51C (3 0#) 7 2-0 {2^) (Di)->f^;i^3 ^mm^JMhtz.) 

{Ci:yAOP2$:zt-KtS6 7 3 bp (/^->^/<T) <D c DN Am f^(Dmm^ 
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[0 0 3 0] 

<mmm S > ? P a R r.© U F^#61;^^M^|g{c#t- § a O P 2 ©Mfitff^ 

JlM®M^;^)^e,, AOP2ttPPARri:U;?f>K&:n^bT*BS-f^MU 

fco -^-"^AOP 2:«>?PPARr®:tt-§^^M^?S'I^{cifcZ)J:e);&j^#^:5tf« 

(1) wj%mm^mm>r^:^^ kp cdna-aop 2®#^ 

y- (^n>5^>yi^?±) i)^^PCRm (DNA^<V^^~^ (Pyrobest 
DNA polymerase; SM5t?±) S:MV^v 9 8 1C (1^) Q 

S-C (5#) /5 5t: (3 0#) 7 21C ( 3 r^-) (Di)-^ ^ 3 QMWl^JML 
fe) tCj:yAOP2(D^;5I^S:n-K*rS6 7 3 b p Sr-^tf c DN A^^S:3t# 
L/fco -tl§:pCDNA3.1/V5-Hi s-TOPO/^iJ'iSf- (-<y\^hUp3L 
y^±) Kin vitro IMx-JCi: § T O P O ^ n ~n> i>(>\^hUi^ 
a:>?±) {CJ:y#ALTg&%m^M>^^>^^ Kp c DN A- AO P 2 

5 e pi t o p e^j:t)fHi s 6 ^ ^;^,^g!lt"^$ tl^ J: e) {C^^^-^- ^igft bj^ 

a 

(2) ppARr®u;i/> y^m^m^w^mmmizMt^ a o p 2 cDnspf^ffl®^ 
m 

*&«^ISCOS-l«m6ii7a:>a.^^^l/~h (i^? 3 5 mm) <Z)^« 
illC#»:?x;i/2ml(Z)l 0%4^MirlJ&^f (>>5'*V^±) $:#t^«^^>i^^^^;%DME 
M (ef^um ^SIIX.T7 0%n>:7;i.x>hoD:t^^C;&S*T'^^bAc. 
«lffl§{CU>m:^7;i.S>'^A^ (G rah am Le, Virology, 5 2^4 5 

6Mi 9 7 3^, m^is.^. m^^^Aummymmmi 3-1 5M1 2 9 4^ 
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iciSBSb;t^7jf-^-3>xh^i^ h (REX 8-Lu c i , ; T/ue), mm^ 

gS##W0 9 9/04 8 1 5) (0.8 fis/^^oLjfU) S:pcDNA-AOP2 ( 
0.0 5-0.2 ^g/i^x;i/) i:i:*;{C-jg'ffiJCn h^>;^:7 3:^^ hbT^o PP 
ARrTrrn;^hGW7 2 8 2 §:2mM fe§ V^^«Mf^:^i^Sr^^^C^SlILT 

4 8^ra^#Lfe^, ^;%s:B^^u mm^vywtmmm i&.r p b s nw^m-t 

T'«fe#bfc^{C'i7x;i/&feU 0.4 m 1 ©$HJ9S^®||K ( 1 0 0 mM V ym 
i^jU't^A (PH7.8) , 0. 2%hi; h>X-l 0 0) S:»bTm$:^^ 

^^iML. AB-2 1 o om it^^ytmmmn (Th-tt) &Mv^T 

h>>3f— ^^i^jt^^^rfeo::/'^:^^ Kpchi i o (Tvi/^A7T;i/v 

h$/^-'^$gtt^ffidp.i, hGa 1 a c t o-L i g.h t P 1 u s^^s y s 
t em (T^^-r KA>r:ri/X7^A^) $:MV%T jS -^^^r h j/>5f~^jg-j^S.^ 

37 a: ^ - if ^# ij; ai;P#tC«iE b fe, 

®5) „ rtltCj:y. PPARr ilAOP2®Tdrn:;^M5^#6^;^:f|S^^j{,^^ 
rSiiPPARr ®«^M#fS'(4y(>^/L3i-r S Z H ^"^m e> *HC;^ o fc. 

cicD^ni:. mm^^ timmx' AO p 2 (D^mni^in^&v. mmm^v'jvT^y^K 

feV^TAOP2geftA^5l&^T'5^:3ibTV^Slf^©^^*^P,, J^M^(D5li^t?tt 
M5ai^J©AOP 2#«||:;&^5T:JiU ^tlfC#e»Wlii;&^f#^MMT'0iii[f;&P P 

Aop2«T^y mmm<D^mm-^ ^^'f-mc^jiTt^i/^-'ifi^mm^^'D 

^iA^e>^^::t^i/^>^^a^2 (a n t i-ox i d a n t protein 2 
> (Gene bank T^' -fe 3 >##XM_0 0 1 4 1 5 ) i:D?^$tLTV% 
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acidic calciu m- independen 
t phosphoiipase A2; KimTS?), J Biol Chem 
27 2#16#10981H199 7^^) , ^ V^^^T'liHI A o p 

(^mB^mtf^^mmmwmcDmmM^^t Lxm^^nx\f^& cl tw4 /a o 

p2; lakoubova OA,^ Genomics 425^3-^ 474-47 

8M1 9 9 7^) o.:i<oj:^KAoP2i,t^<Dr^jmmmmmf}'^^^M^iu^ 
m^iLhxmmt^ii\,^t>:^mmmiz^^^mt. mi^^(Dmmic^i^:s>mm(D 

[0 0 3 1] 

<^;^M9>p p AR r ^i^hrc^^m^mmmiz/umt^it^m<D:f.^ u - - 

P^PPAR r ®4BS#M> fea:t>*ECHLP{Cj:SP PAR r®U:if>F^# 

m^mmm<Dmmit. ^ti^mm-t^^t^m^^^v-'=:.>^''r^:ntiz^'ox 

jK~^5?-T^y-fe-f^T'^mT't^AO P 2 i:P PAR y ODffiSf^ffi, ^it>'AO 
P2lcj:SPPAR7®U;?/> K&#^i^ilEii|g(Z)/L3t ^ mmt ^m^^:^^V 

«il«&5SCO S - 1 1 0 %4^MirMmS:-^t?«^f?i^x^^^DMEMtfJT* 7 
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GAL-PPARr (0. 1 5fiLgX^JLJV) , ^ J: tJ^R E X 8 - L u c i (0 
. 8/igX^3iJV) pcDNA-ECHLP (0 . 1 5 Atg/i>ai;i/) 
Knh^y:^y:c^ hVtcLo ^Z.y\mmmmO. lyctM®PPARrT=l'~^h 
GW7 2 8 2i:^M-a-% (10-1.0/iM) . fe^ V^«J^-fb-^% (10-1.0 

M) <D^mmzmMvx4 am^mmvr^^. mm^PBsxmf^Lt^mz^ 
ai^i/fefcu 0. 4.mi(Dmmmmm^WiMi^x^mLt:Lo mmi o o i sr9 e 

h2/t5r-'fe'?Stt&ii^L.TPPAR r(D?Stt^bS:|S:#fbbfe„ 0. 1^ 
M GW7 2 8 2^j&II^#T*eECHLPCZ)|^^}C4;SPPAR7®^^^#|g 

3®ECHLP{Cj:SPPARr K^^#tg«lM Sr Pl^fe S tt|SWt-S%^ ^ 

MIJ^T. S6K:if*b<ttl.o^MJ6<T"e^So ^^^^ V -^^y ^^iz^v . % 
JCflB^ Lfc-ftl-^^G 1-262570 {i, lO/i Ml? ECHLP{Cj;SU ^> K 
(0. GW7 2 8 2) P P A R y 

(® 6 a) , —-fS^^mo L-100085li, 10 /tMT'%|^^¥^#tg#|I 
M^rPIW-^f. GI-2 6 2 5 7 0{d:PPARyCD^f^MlC#Mtt3&^l«<, GL 
- 1 0 0 0 8 5®M^#MA«<SV^>ft;-^%^bTlil^^C^^^S - $ 

e>{C|Rfx^U-^>^*^i?^^b;fe«mfb## (10-1. o^M) li;^^5'U 

-->^r^®p c DNA-ECHL P$:p c DNA- AOP 2 (0.15 

x;i/) K:M^ij|;tT^^L/feX^i;-~>y^tC^:j)IIL,, A0P2{CJ;SPPA 

R r (^^^mmm\zii^-t^^m\Y.^m^^mfAm^%'^^-^'t^%^±,^ 

-tiM®-ffc;^i©GW7 2 8 2fej:tJtGL- 1 0 0 0 8 5tt, 1. 0-1 
0 AMT-^®#:eife#«f{CAO P 2®^^#TT?P PAR r (Z)«i?il^tgS:^4 - 

5^fesv^^i4-6^^c{E5i1-5-i:$:^ii^l,;^-„ -:;^^'^t^%G i -2 e 2 5 
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7o«i. Ofiu. ^ 0 fiM\,^-rtiiz^\>^x%mm^mmm^3. ^mmmizL 

R rOTJf^MJC^Jc#M'l^;^)'?I©vWt:^%i:bTGL- i o o o 8 5 Sr. Sfeifff^ 
M^^^CJt«^6<ri^Mtt®®V^^fc^%^ bTGI-262570$:, ^l^fc^gf^^- 

[0 0 3 2] 

<^MMl 0>|IM{Ci:SFL J 13 11 l^^^SCDiti^ 
i3^J##l 8^t)f@B^J##i gtc^l^f-:^^^-^^^^^,^^ t:hcDNA^>f 
ZT^V- iifuy^v^^-) tf^^PCRm (DNA^V ^^-^ (Py r o b e 
s t DNA polymerase; ^?gjtt±) ^«V\ 9 St: (1^) ®# 
> 9 8t: (5#) /5 5t: (3 0#) 7 2X (3i)-) (Oi^^^;i.$:3 5lSi^y 
^ELfc) {C4:yFL J 13 11 1 5:3- KfS c DN Am;t®itflii$:r^n 

^f;i/m^^i&^S{c J: y^ffibfeo ^0^^. F L J 1 3 1 11 «^gi»oDe. 

PPARr<Z)f^M*^'feS^^. JfFii(D«;^,\ ?Lj^, 0, U>7\°^, 
ei4l^l?<?)^^:«,^^^T»$,^;.^;{,t, PPAR r ViS> KCD#ffl©=i^{c*^;^,^fcS 
WfliT'«?&h'|^^*^Me>tl^*>ofe. CltlJCJ:y^^g|Sfi;b^e>FL J 1 3 l l l 

p p A R r (Dm^iknm^x*:^^ r b^t^. 

[0 0 3 3] 

<^MM 1 1 > p p A R y ® u }^^^mm^mmmizM'r^ f l j i 3 1 1 
1 (Dm^i^mo^ia 

±m<Dmmv-/^^:fv v \^misxoyi^m-^h. FLji3iiuiPPARri: 

U;«f>KS::^bTffiS#Mi-^^i:*^^$nfc<, -e^T^FL J l 3 1 i lia^PF 
M V ^ 1/ - ~ r V -fe >r "TfH^t L □ 

(1) i&«IHJIia§^3lM:^^X^ Kp cDNA-FL J 13 11 i(Di^m 

^^y'^V- i^uy^v^^t) i)^i>PCRm (DNAJifU^^-- ^ (Py r o 
best DNA P o I yme r a s e ; ^mM^ ^^^K 9 8X^ (1^-) 
. 9 81C (5#) /5 51C (3 0#) 7 21C (34^) ©-y-^f 3 5(3 
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mVMLt^) IZj: <')m^m^l e c^t- FL J l 3 l l l 8 9 7 b 

P^^tfcDNA©T;^S:JR#Ufe, rtlS:pCDNA3.1/V5-Hi s-TOP 
O^^^^- (>r>lf hPS;x>^t) {Ci n vitro ffia;iJC<fcSTO P 

p cDNA-FL J 1 3 111 ^j^mi.t^. ;&^FL J 1 3 1 1 1 iCti^ih^r K 
y^mX-^-t. Cmmti^t>lZK^ ^--&^(^Y 5 e p i t o P efeitJ^Hi s 6 
^ iJ^:«>«ift# $ 4x 5 J: e> (c y 9 >r V - ;S:.^tf L , 

(2) PPARr®U;if>K^#69fei^^^|gtC^t-SFL Jl 3 1 l 1 CDiStS 
±)2S^5iM5 (3) i:TOO:«r^T*p cDNA-ECHLP&p cDNA-FL J 

13 11 nzm^m^^:iiiizj:i), p p 7 (Dv ify i^^^mm^mmmiz 

PPARrTif-:;^ hT^fe^ n ^:>'^?*u ^ ^y>i mM^mmizmMhr;v^yy:^^ 
mizh^yy.yaL^hvrc.FLj 1311 imm':^^^^^ K®MSic^# bfeilE 

5iA^|g«)e)tlfe (S7) „ rtl{Cj:y, PPARr ^IFL J 13 11 1 ©Tif- 
:^ h^#6!r^^*ISf^M*^®^S ^ P P A R r r i:;i,^0J! 

^as^izfji-Dr^^ 

:r.(Dmmt. PPARrV:ffyF<Dmm<DmmKM^t>^^mx*FhJi 3 1 1 
l®l§^3?)^l&ifilVAZ:i:*Ne,, FL J 1 3 1 1 l{CJ:§PPARr?Sffi®{Eiiti 

F L J 1 3 1 1 1 imm^m(DmBnr'&v. r^^mmmit^^i^^mzmmm 

\^<^^^^mm-t^mmmmm (Nuclear Targeting Sequence) ^^Vzii/JVit 
.^^Vf'^^miiL (N-glycosylation site) ®#:fe3?>t^2®$ tl§-ffili. T^Jmm 

^mj^ij^(o^^mm^^i^t^mmitfAib^-or=.. fl j 1 3 1 1 i:6^ppARy 
tv:ffy \^^^mizm^h. 'e(Dm^^^m^tLxmmt^iL\>^t:^^mmz 
^^mmts m^^(Dmmiz^i-^^mm<D^M.x:s>^o cicdfl j 1 3 1 1 1 & 

mmt^:r.iHZJ:V. P P A R r Sr^Mf S Z t. nTIg 
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[0 0 3 4] 

<mMMl 2>P p AR r S::^LfeF L J 1 3 i i i(DV:ffy F^^filF'f^M®^ 
13 11 llCcl:§PPARr©U:^>K^#^i^iEJi|g®5t5i^-^M«> 

^tc^#i-sif^®iiM)^?&!jg^(Z):x.^}r u -~>y*<Brigi?«>So e>^c-e 
-e^SAOP2 ilP PAR ya)^a2#^, k<k t>*A O P 2 C J: S P P A R r ® U 

^ y - - > «rig T' -5 o 

:&^®#^ttltf3S&(Z)||JfeM5{C3^b7^%cDi:l^-'^L, p cDna-echlp 

S:p cDNA-FL J 13 11 1 lCft^g|;iS?^Tffofe, 

^/>*fettGL- 1 0 0 0 8 5O#10-l. 0 fiM^mMizmMhX 4 8^^^ 

mLtc^. mmm 5 tmmicLxp PAR r<Dmmt^mmitLt:^o ^mt^m 

(DmiM> ^^iII<Z)#^#T"e F L J 13 11 l<D^m (P cDNA-FL J 1 3 

I 1 1 & 0 . 1 A gy^a^jlUM) lC4:5P PAR T®«¥il#|g{IE5i (WlEh 
fc;PS/>^a:^--^Mffiffi®jt) ^mmiZ:^irV-=.y^''hr^o rcDFLJlSl 

I I i^^^ppARr^i^mmm^^m-r^%^^y^^V'^=.y^^:s>mmit. 
mmmmmm (icso) ^cfev^T. *f*b<ttiOittMj^T, •^^izfs'^L<m. 

1 ^MT'FL J 1.3 1 1 IK^^mmit^^^^mt^PPARrm^ 
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mmn^^^Mbtco — :&^b-^#/GL- 1 0 0 0 8 5ii, 1 0 /iMi:'%mm^mm 
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[0 0 3 5] 

v^y y^mnmp p AR 7 ^^mm^F l j i s 1 1 fe^t>*i[if^Mu^> 
p p A A o p 2 v^ s CI fc i: y . ^mm,m\z%^ h b 

to 0 3 6] 

eAT®aH3»J^®l!t^MmL< 223 >lZit, rArtificial Sequ 

encej (Dmm^mm-t^o M^i^mzit. mmm<Dm^m-^Q. 10, 11, 

[0 0 3 7] 

SEQUENCE LISTING 
<110> Yamanottchi Pharmaceutical Co., Ltd. 

<120> A screening method for detecting a new class of PPAR modulators n 
ith lower side effects 

<130> 3183IP 



5 5 
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<160> 19 

<170> Patentin version 3.0 

<210> 1 

<211> 1518 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(1518) 

<400> 1 

atg ggt gaa act ctg gga gat tct cct att gac cca gaa age gat tec 48 

Met Gly Glu Thr Leu Gly Asp Ser Pro lie Asp Pro Glu Ser Asp Ser 

15 10 15 

ttc act gat aca ctg tct gca aac ata tea caa gaa atg acc atg gtt 96 
Phe Thr Asp Thr Leu Ser Ala Asn He Ser Gin Glu Met Thr Met Val 

20 25 30 



gac aca gag atg cca ttc tgg ccc acc aac ttt ggg ate age tec gtg 144 
Asp Thr Glu Met Pro Phe Trp Pro Thr Asn Phe Gly He Ser Ser Val 

35 40 45 

gat etc tec gta atg gaa gac cac tec eac tec ttt gat ate aag ccc 192 
Asp Leu Ser Val Met Glu Asp His Ser His Ser Phe Asp He Lys Pro 
50 55 60 



5 6 
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ttc act act gtt gac ttc tec age att tct act cca cat tac gaa gac 
Phe Thr Thr Val Asp phe Ser Ser lie Ser Thr Pro His Tyr Glu Asp 

65 70 75 80 



240 



att cca ttc aca aga aca gat cca gtg gtt gca gat tac aag tat gac 
lie Pro Phe Thr Arg Thr Asp Pro Val Val Ala Asp Tyr Lys Tyr Asp 

85 90 95 



288 



ctg aaa ctt caa gag tac caa agt gca ate aaa gtg gag cct gca tct 
Leu Lys Leu Gin Glu Tyr Gin Ser Ala lie Lys Val Glu Pro Ala Ser 
100 105 110 



336 



cca cct tat tat tct gag aag act cag etc tac aat.aag cct eat gaa 
Pro Pro Tyr Tyr Ser Glu Lys Thr Gin Leu Tyr Asn Lys Pro His Glu 
115 120 125 



384 



gag cct tec aac tec etc atg gca att gaa tgt cgt gte tgt gga gat 432 

Glu Pro Ser Asn Ser Leu Met Ala He Glu Cys Arg Val Cys Gly Asp 
130 135 140 

aaa get tct gga ttt cac tat gga gtt cat get tgt gaa gga tge aag 480 

Lys Ala Ser Gly Phe His Tyr Gly Val His Ala Cys Glu Gly Cys Lys 
145 150 155 160 

ggt ttc ttc egg aga aca ate aga ttg aag ctt ate tat gac aga tgt 528 

Gly Phe Phe Arg Arg Thr lie Arg Leu Lys Leu lie Tyr Asp Arg Cys 
165 170 175 
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gat ctt aac tgt egg ate cac aaa aaa agt aga aat aaa tgt cag tac 576 
Asp Leu Asn Cys Arg lie His Lys Lys Ser Arg Asn Lys Cys Gin Tyr 
180 185 190 ■ 

tgt egg ttt cag aaa tgc ctt gca gtg ggg atg tct cat aat gcc ate 624 
Cys Arg Phe Gin Lys Cys Leu Ala Val Gly Met Ser His Asn Ala He 
195 200 205 

agg ttt ggg egg atg cea cag gcc gag aag gag aag ctg ttg gcg gag 672 
Arg Phe Gly Arg Met Pro Gin Ala Glu Lys Glu Lys Leu Leu Ala Glu 
210 215 220 

ate tec agt gat ate gae cag ctg aat cea gag tec get gae etc egg 720 
lie Ser Ser Asp He Asp Gin Leu Asn Pro Glu Ser Ala Asp Leu Arg 
225 230 235 240 

gcc ctg gca aaa eat ttg tat gae tea tac ata aag tec ttc ccg ctg 768 
Ala Leu Ala Lys His Leu Tyr Asp Ser Tyr He Lys Ser Phe Pro Leu 
245 250 . 255 

acc aaa gca aag gcg agg gcg ate ttg aca gga aag aca aca gae aaa 816 
Thr Lys Ala Lys Ala Arg Ala He Leu Thr Gly Lys Thr Thr Asp Lys 
260 265 270 ' 

tea cea ttc gtt ate tat gae atg aat tec tta atg atg gga gaa gat 864 
Ser Pro Phe Val He Tyr Asp Met Asn Ser Leu Met Met Gly Glu Asp 
275 280 - 285 

aaa ate aag ttc aaa cac ate acc ccc ctg cag gag cag age aaa gag 912 

5 8 ffiltE# 2003-3013174 
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Lys He Lys Phe Lys His lie Thr Pro Leu Gin Glu Gin Ser Lys Glu 
290 295 300 

gtg gcc ate cgc ate ttt eag gge tgc cag ttt cgc tec gtg gag get 960 
Val Ala lie Arg He Phe Gin Gly Cys Gin Phe Arg Ser Val Glu Ala 
305 310 315 320 

gtg eag gag ate aca gag tat gcc aaa age att ect ggt ttt gta aat 1008 
Val Gin Glu lie Thr Glu Tyr Ala Lys Ser lie Pro Gly Phe Val Asn 
325 330 335 

ctt gac ttg aac gae caa gta act etc etc aaa tat gga gtc cac gag 1056 
Leu Asp Leu Asn Asp Gin Val Thr Leu Leu Lys Tyr Gly Val His Glu 
340 345 350 

ate att tae aca atg ctg gee tec ttg atg aat aaa gat ggg gtt etc 1104 
He He Tyr Thr Met Leu Ala Ser Leu Met Asn Lys Asp Gly Val Leu 
355 360 365 

ata tec gag gge caa gge ttc atg aca agg gag ttt eta aag age ctg 1152 
He Ser Glu Gly Gin Gly Phe Met Thr Arg Glu Phe Leu Lys Ser Leu 
370 375 380 

cga aag cet ttt ggt gae ttt atg gag ecc aag ttt gag ttt get gtg 1200 
Arg Lys Pro Phe Gly Asp Phe Met Glu Pro Lys Phe Glu Phe Ala Val 
385 390 395 400 

aag ttc aat gea ctg gaa tta gat gac age gac ttg gca ata ttt att 1248 
Lys Phe Asn Ala Leu Glu Leu Asp Asp Ser Asp Leu Ala He Phe He 
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405 



2 002—257703 



410 



415 



get gtc att att etc agt gga gac cgc cca iggt ttg ctg aat gtg aag 
Ala Val He He Leu Ser Gly Asp Arg Pro Gly Leu Leu Asn Val Lys 
420 425 430 



1296 



ccc att gaa gac att caa gac aac ctg eta caa gcc ctg gag etc cag 
Pro He Glu Asp He Gin Asp Asn Leu Leu Gin Ala Leu Glu Leu Gin 
435 440 445. 



1344 



ctg aag ctg aac cac cct gag tec tea cag ctg ttt gcc aag ctg etc 
Leu Lys Leu Asn His Pro Glu Ser Ser Gin Leu Phe Ala Lys Leu Leu 

450 . 455 460 



1392 



cag aaa atg aca gac etc aga cag att gtc acg gaa cac gtg cag eta 
Gin Lys Met Thr Asp Leu Arg Gin He Val Thr Glu His Val Gin Leu 

465 470 475 480 



1440 



ctg cag gtg ate aag aag acg gag aca gac atg agt ett cac ceg etc 
Leu Gin Val He Lys Lys Thr Glu Thr Asp Met Ser Leu His Pro Leu 

485 490 495 



1488 



ctg cag gag ate tac aag gac ttg tac tag 
Leu Gin Glu He Tyr Lys Asp Leu Tyr 

500 505 



1518 



<210> 2 
<211> 505 
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<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Gly Glu Thr Leu Gly Asp Ser Pro He Asp Pro Glu Ser Asp Set 
15 10 15 



Phe Thr Asp Thr Leu Ser Ala Asn lie Ser Gin Glu Met Thr Met Val 
20 25 30 



Asp Thr Glu Met Pro Phe Trp Pro Thr Asn Phe Gly He Ser Ser Val 
35 40 45 



Asp Leu Ser Val Met Glu Asp His Ser His Ser Phe Asp He Lys Pro 
50 55 60 



Phe Thr Thr Val Asp Phe Ser Ser He Ser Thr Pro His Tyr Glu Asp 
65 70 75 80 



He Pro Phe Thr Arg Thr Asp Pro Val Val Ala Asp Tyr Lys Tyr Asp 
85 90 95 



ffiHi^ 2 0 0 3- 
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Leu Lys Leu Gin Glu Tyr Gin Ser Ala He Lys Val Glu Pro Ala Ser 
100 105 110 



Pro Pro Tyr Tyr Ser Glu Lys Thr Gin Leu Tyr Asn Lys Pro His Glu 
115 120 125 



Glu Pro Ser Asn Ser Leu Met Ala He Glu Cys Arg Val Cys Gly Asp 
130 135 140 



Lys Ala Ser Gly Phe His Tyr Gly Val His Ala Cys Glu Gly Cys Lys 
145 150 155 160 



Gly Phe Phe Arg Arg Thr He Arg Leu Lys Leu He Tyr Asp Arg Cys 
165 170 175 



Asp Leu Asn Cys Arg He His Lys Lys Ser Arg Asn Lys Cys Gin Tyr 
180 185 190 



Cys Arg Phe Gin Lys Cys Leu Ala Val Gly Met Ser His Asn Ala He 
195 200 205 



Arg Phe Gly Arg Met Pro Gin Ala Glu Lys Glu Lys Leu Leu Ala Glu 

6 2 ffi|iE# 2003-3013174 
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215 
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220 



He Ser Set Asp He Asp Gin Leu Asn Pro Glu Ser Ala Asp Leu Arg 

225 230 235 240 



Ala Leu Ala Lys His Leu Tyr Asp Ser Tyr He Lys Ser Phe Pro Leu 

245 250 255 



Thr Lys Ala Lys Ala Arg Ala He Leu Thr Gly Lys Thr Thr Asp Lys 

260 265 270 



Ser Pro Phe Val He Tyr Asp Met Asn Ser Leu Met Met Gly Glu Asp 

275 280 285 



Lys He Lys Phe Lys His He Thr Pro Leu Gin Glu Gin Ser Lys Glu 
290 . 295 300 



Val Ala He Arg He Phe Gin Gly Cys Gin Phe Arg Ser Val Glu Ala 

305 310 315 320 



Val Gin Glu He Thr Glu Tyr Ala Lys Ser He Pro Gly Phe Val Asn 
325 330 335 



6 3 
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Leu Asp Leu Asn Asp Gin Val Thr Leu Leu Lys Tyr Gly Val His Glu 
340 345 350 



He He Tyr Thr Met Leu Ala Ser Leu Met Asn Lys Asp Gly Val Leu 
355 360 365 



He Ser Glu Gly Gin Gly Phe Met Thr Arg Glu Phe Leu Lys Ser Leu 
370 375 380 



Arg Lys Pro Phe Gly Asp Phe Met Glu Pro Lys Phe Glu Phe Ala Val 
385 390 395 400 



Lys Phe Asn Ala Leu Glu Leu Asp Asp Ser Asp Leu Ala He Phe He 
405 410 415 



Ala Val He He Leu Ser Gly Asp Arg Pro Gly Leu Leu Asn Val Lys 
420 425 . 430 



Pro He Glu Asp He Gin Asp Asn Leu Leu Gin Ala Leu Glu Leu Gin 
435 440 445 



ffilE# 20 0 3- 3013174 
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Leu Lys Leu Asn His Pro Glu Ser Ser Gin Leu Phe Ala Lys Leu Leu 
450 455 460 

Gin Lys Met Thr Asp Leu Arg Gin He Val Thr Glu His Val Gin Leu 
465 470 475 480 

Leu Gin Val lie Lys Lys Thr Glu Thr Asp Met Ser Leu His Pro Leu 
. 485 490 495 



Leu Gin Glu He Tyr Lys Asp Leu Tyr 
500 505 



<2ld> 3 

<211> 987 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1) . . (987) 

<400> 3 

atg gcg gcg ggg ata gtg get tct cgc aga etc cgc gae eta ctg aec 48 
Met Ala Ala Gly He Val Ala Ser Arg Arg Leu Arg Asp Leu Leu Thr 
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10 



15 



egg cga ctg aca ggc tec aac tae ceg gga etc agt att age ett cgc 
Arg Arg Leu Thr Gly Ser Asn Tyr Pro Gly Leu Ser He Ser Leu Arg 
20 25 30 



96 



etc act ggc tee tct gca caa gag gcg get tec gga gta gee etc ggt 
Leu Thr Gly Ser Ser Ala Gin Glu Ala Ala Ser Gly Val Ala Leu Gly 

35 40 45 



144 



gaa gee eca gac cae age tat gag tee ctt cgt gtg aeg tct gcg eag 192 

Glu Ala Pro Asp His Ser Tyr Glu Ser Leu Arg Val Thr Ser Ala Gin 
50 55 60 

• 

aaa cat gtt ctg cat gtc cag etc aac egg ecc aac aag agg aat gee 240 

Lys His Val Leu His Val Gin Leu Asn Arg Pro Asn Lys Arg Asn Ala 

65 70 75 80 



atg aac aag gtc tte tgg aga gag atg gta gag tgc ttc aac aag att 288 
Met Asn Lys Val Phe Trp Arg Glu Met Val Glu Cys Phe Asn Lys He 
85 90 95 

teg aga gac get gac tgt egg gcg gtg gtg ate tct ggt gca gga aaa 336 
Ser Arg Asp Ala Asp Cys Arg Ala Val Val He Ser Gly Ala Gly Lys 

100 105 110 



atg tte act gca ggt att gac ctg atg gac atg get teg gac ate ctg 384 
Met Phe Thr Ala Gly He Asp Leu Met Asp Met Ala Ser Asp He Leu 

115 120 125 



6 6 
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cag ccc aaa gga gat gat gtg gcc egg ate age tgg tac cte cgt gae 432 
Gin Pro Lys Gly Asp Asp Val Ala Arg He Ser Trp Tyr Leu Arg Asp 
130 135 140 

ate ate aet ega tae cag gag aec tte aae gte ate gag agg tge eee 480 
He He Thr Arg Tyr Gin Glu Thr Phe Asn Val He Glu Arg Cys Pro 
145 150 155 160 

aag ccc gtg att get gcc gte cat ggg ggc tge att ggc gga ggt gtg 528 
Lys Pro Val He Ala Ala Val His Gly Gly Cys He Gly Gly Gly Val 
165 170 175 

gac ctt gte aee gee tgt gae ate egg tae tgt gcc cag gat get ttc 576 
Asp Leu Val Thr Ala Cys Asp He Arg Tyr Cys Ala Gin Asp Ala Phe 
180 185 190 

ttc cag gtg aag gag gtg gae gtg ggt ttg get gcc gat gta gga aca 624 
Phe Gin Val Lys Glu Val Asp Val Gly Leu Ala Ala Asp Val Gly Thr 
195 200 205 

ctg cag cgc ctg ccc aag gte ate ggg aae cag age etg gte aae gag 672 
Leu Gin Arg Leu Pro Lys Val He Gly Asn Gin Ser Leu Val Asn Glu 
210 215 220 

etg gcc ttc aee gee cgc aag atg atg get gae gag gee etg ggc agt 720 
Leu Ala Phe Thr Ala Arg Lys Met Met Ala Asp Glu Ala Leu Gly Ser 
225 230 235 240 
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ggg ctg gtc age egg gtg tte cca gac aaa gag gtc atg ctg gat get 768 
Gly Leu Val Ser Arg Val Phe Pro Asp Lys Glu Val Met Leu Asp Ala 
245 250 255 

gee tta gcg etg geg gee gag att tec age aag age cee gtg gcg gtg 816 
Ala Leu Ala Leu Ala Ala Glu lie Ser Ser Lys Ser Pro Val Ala Val 
260 265 270 

eag age ace aag gte aae ctg etg tat tee ege gae cat teg gtg gee 864 
Gin Ser Thr Lys Val Asn Leu Leu Tyr Ser Arg Asp His Ser Val Ala 
275 280 ' 285 

gag age etc aae tac gtg geg tee tgg aae atg age atg ctg cag ace 912 
Glu Ser Leu Asn Tyr Val Ala Ser Trp Asn Met Ser Met Leu Gin Thr 
290 295 300 

eaa gac etc gtg aag teg gte eag gcc acg act gag aac aag gaa ctg 960 
Gin Asp Leu Val Lys Ser Val Gin Ala Thr Thr Glu Asn Lys Glu Leu 
305 310 315 320 

aaa aec gtc acc tte tec aag etc tga 987 
Lys Thr Val Thr Phe Ser Lys Leu 
325 

<210> 4 

<211> 328 

<212> PRT 

<213> Homo sapiens 

6 8 2003-3013174 
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<400> 4 

Met Ala Ala Gly He Val Ala Ser Arg Arg Leu Arg Asp Leu Leu Thr 
1 5 10 15 



Arg Arg Leu Thr Gly Ser Asn Tyr Pro Gly Leu Ser He Ser Leu Arg 
20 25 30 

Leu Thr Gly Ser Ser Ala Gin Glu Ala Ala Ser Gly Val Ala Leu Gly 
35 40 45 

Glu Ala Pro Asp His Ser Tyr Glu Ser Leu Arg Val Thr Ser Ala Gin 

50 55 60 



Lys His Val Leu His Val Gin Leu Asn Arg Pro Asn Lys Arg Asn Ala 
65 70 75 80 

Met Asn Lys Val Phe Trp Arg Qln Met Val Glu Cys Phe Asn Lys He 

85 90 95 

Ser Arg Asp Ala Asp Cys Arg Ala Val Val He Ser Gly Ala Gly Lys 

100 105 110 
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Met Phe Thr Ala Gly lie Asp Leu Met Asp Met Ala Ser Asp He Leu 
115 120 125 



Gin Pro Lys Gly Asp Asp Val Ala Arg He Ser Trp Tyr Leu Arg Asp 
130 135 140 

He lie Thr Arg Tyr Gin Glu Thr Phe Asn Val He Glu Arg Cys Pro 
145 150 155 160 

Lys Pro Val He Ala Ala Val His Gly Gly Cys He Gly Gly Gly Val 
165 170 175 

Asp Leu Val Thr Ala Cys Asp He Arg Tyr Cys Ala Gin Asp Ala Phe 
180 185 190 



Phe Gin Val Lys Glu Val Asp Val Gly Leu Ala Ala Asp Val Gly Thr 
195 200 205 

Leu Gin Arg Leu Pro Lys Val He Gly Asn Gin Ser Leu Val Asn Glu 
210 215 220 



7 0 
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Leu Ala Phe Thr Ala Arg Lys Met Met Ala Asp Glu Ala Leu Gly Ser 
225 230 235 240 



Gly Leu Val Ser Arg Val Phe Pro Asp Lys Glu Val Met Leu Asp Ala 
245 250 255 



Ala Leu Ala Leu Ala Ala Glu He Ser Ser Lys Ser Pro Val Ala Val 
260 265 270 



Gin Ser Thr Lys. Val Asn Leu Leu Tyr Ser Arg Asp His Ser Val Ala 
275 280 285 



Glu Ser Leu Asn Tyr Val Ala Ser Trp Asn Met Ser Met Leu Gin Thr 
290 295 300 



Gin Asp Leu Val Lys Ser Val Gin Ala Thr Thr Glu Asn Lys Glu Leu 
305 310 315 320 



Lys Thr Val Thr Phe Ser Lys Leu 
325 
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<210> 5 

<211> 1407 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1) . . (1407) 

<400>, 5 

atg gtg gac acg gaa age cca etc tgc ccc etc tec cca etc gag gee 48 

Met Val Asp Thr Glu Ser Pro Leu Cys Pro Leu Ser Pro Leu Glu Ala 

1 5 10 15 . 

ggc gat eta gag age ccg tta tct gaa gag tte ctg caa gaa atg gga 96 
Gly Asp Leu Glu Ser Pro Leu Ser Glu Glu Phe Leu Gin Glu Met Gly 

20 25 30 

aac ate caa gag att teg caa tee ate ggc gag gat agt tct gga age 144 
Asn He Gin Glu He Ser Gin Ser He Gly Glu Asp Ser Ser Gly Ser 
35 40 45 

ttt ggc ttt aeg gaa tae cag tat tta gga age tgt cet ggc tea gat 192 
Phe Gly Phe Thr Glu Tyr Gin Tyr Leu Gly Ser Cys Pro Gly Ser Asp 
50 55 go 

ggc teg gtc ate aeg iac aeg ctt tea cca get teg age ccc tec teg 240 
Gly Ser Val He Thr Asp Thr Leu Ser Pro Ala Ser Ser Pro Ser Ser 

70 75 80 
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gtg act tat cct gtg gtc ccc ggc age gtg gac gag tct ccc agt gga 288 
Val Thr Tyr Pro Val Val Pro Gly Ser Val Asp Glu Ser Pro Ser Gly 
85 90 95 

gca ttg aac ate gaa tgt aga ate tge ggg gae aag gee tea ggc tat 336 
Ala Leu Asn He Glu Cys Arg He Cys Gly Asp Lys Ala Ser Gly Tyr 
100 105 110 

cat tac gga gtc cac gcg tgt gaa ggc tgc aag ggc ttc ttt egg cga 384 
His Tyr Gly Val His Ala Cys Glu Gly Cys Lys Gly Phe Phe Arg Arg 
115 120 125 

acg att cga etc aag ctg gtg tat gac aag tgc gac cgc age tgc aag 432 
Thr He Arg Leu Lys Leu Val Tyr Asp Lys Cys Asp Arg Ser Cys Lys 
130 135 140 

ate eag aaa aag aac aga aac aaa tgc cag tat tgt cga ttt cac aag 480 
He Gin Lys Lys Asn Arg Asn Lys Cys Gin Tyr Cys Arg Phe His Lys 
145 150 155 160 

tgc ctt tet gtc ggg atg tea cac aac gcg att cgt ttt gga cga atg 528 
Cys Leu Ser Val Gly Met Ser His Asn Ala He Arg Phe Gly Arg Met 
165 170 175 

cea aga tct gag aaa gca aaa ctg aaa gea gaa att ctt acc tgt gaa 576 
Pro Arg Ser Glu Lys Ala Lys Leu Lys Ala Glu He Leu Thr Cys Glu 
180 185 190 
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cat gac ata gaa gat tct gaa act gca gat etc aaa tct ctg gcc aag 624 
His Asp He Glu Asp Ser Glu Thr Ala Asp Leu Lys Set Leu Ala Lys 
195 200 205 

aga ate tae gag gee tac ttg aag aac ttc aac atg aac aag gtc aaa 672 
Arg lie Tyr Glu Ala Tyr Leu Lys Asn Phe Asn Met Asn Lys Val Lys 
210 215 220 

gcc egg gtc ate etc tea gga aag gee agt aac aat cea ect ttt gtc 720 
Ala Arg Val He Leu Ser Gly Lys Ala Ser Asn Asn Pro Pro Phe Val 
225 230 235 240 

ata cat gat atg gag aca ctg tgt atg get gag aag acg ctg gtg gee 768 
He His Asp Met Glu Thr Leu Cys Met Ala Glu Lys Thr Leu Val Ala 
245 250 255 

aag ctg gtg gcc aat ggc ate cag aac aag gag gcg gag gtc cgc ate 816 
Lys Leu Val Ala Asn Gly lie Gin Asn Lys Glu Ala Glu Val Arg He 
260 265 270 

ttt cac tgc tgc cag tgc acg tea gtg gag ace gtc acg gag etc acg 864 
Phe His Cys Cys Gin Cys Thr Ser Val Glu Thr Val Thr Glu Leu Thr 
275 280 285 

gaa ttc gee aag gcc ate cea ggc ttc gca aac ttg gac ctg aac gat 912 
Glu Phe Ala Lys Ala He Pro Gly Phe Ala Asn Leu Asp Leu Asn Asp 
290 295 300 

caa gtg aca ttg eta aaa tac gga gtt tat gag gcc ata ttc gcc atg 960 



7 4 
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Gin Val Thr Leu Leu Lys Tyr Gly Val Tyr Glu Ala He Phe Ala Met 

305 310 315 320 

ctg tct tct gtg atg aac aaa gac ggg atg ctg gta gcg tat gga aat 1008 

Leu Ser Ser Val Met Asn Lys Asp Gly Met Leu Val Ala Tyr Gly Asn 
325 330 335 

ggg ttt ata act cgt gaa ttc eta aaa age eta agg aaa ccg ttc tgt 1056 

Gly Phe He Thr Arg Glu Phe Leu Lys Ser Leu Arg Lys Pro Phe Gys 
340 . 345 350 . 

gat ate atg gaa eee aag ttt gat ttt gee atg aag ttc aat gca ctg 1104 

Asp He Met Glu Pro Lys Phe Asp Phe Ala Met Lys Phe Asn Ala Leu 
355 360 365 

gaa ctg gat gac agt gat ate tee ctt ttt gtg get get ate att tgc 1152 

Glu Leu Asp Asp Ser Asp He Ser Leu Phe Val Ala Ala He He Gys 
370 375 380 

tgt gga gat cgt cet ggc ctt eta aac gta gga cae att gaa aaa atg 1200 

Cys Gly Asp Arg Pro Gly Leu Leu Asn Val Gly His He Glu Lys Met 

385 390 395 400 

cag gag ggt'att gta eat gtg etc aga etc cae ctg eag age aac cae 1248 

Gin Glu Gly He Val His Val Leu Arg Leu His Leu Gin Ser Asn His 
405 410 415 

ccg gac gat ate ttt etc ttc cca aaa ctt ctt caa aaa atg gca gac 1296 

Fro Asp Asp He Phe Leu Phe Pro Lys Leu Leu Gin Lys Met Ala Asp 
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420 



425 



430 



etc egg cag etg gtg acg gag cat gcg cag ctg gtg cag ate ate aag 
Leu Arg Gin Leu Val Thr Glu His Ala Gin Leu Val Gin He He Lys 
^5 440 445 



1344 



aag acg gag teg gat get gcg ctg eac ccg eta ctg cag gag ate tac 
Lys Thr Glu Ser Asp Ala Ala Leu His Pro Leu Leu Gin Glu He Tyr 
450 455 



1392' 



agg gac atg tac tga 
Arg Asp Met Tyr 
465 



1407 



<210> 6 

<211> 468 

<212> PRT 

<213> Homo sapiens 

<400> 6 



Met Val Asp Thr Giu Ser Pro Leu Cys Pro Leu Ser Pro Leu Glu Ala 
1 5 10 15 



Gly Asp Leu Glu Ser Pro Leu Ser Glu Glu Phe Leu Gin Glu Met Gly 
20 25 30 
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Asn He Gin Glu He Ser Gin Ser He Gly Glu Asp Ser Ser Gly Ser 
.35 40 • 45 



Phe Gly Phe Thr Glu Tyr Gin Tyr Leu Gly Ser Cys Pro Gly Ser Asp 
50 55 60 



Gly Ser Val lie Thr Asp Thr Leu Ser Pro Ala Ser Ser Pro Ser Ser 
65 70 75 80 



Val Thr Tyr Pro Val Val Pro Gly Ser Val Asp Glu Ser Pro Ser Gly 
85 90 95 



Ala Leu Asn He Glu Cys Arg He Cys Gly Asp Lys Ala Ser Gly Tyr 
•100 105 110 



His Tyr Gly Val His Ala Cys Glu Gly Cys Lys Gly Phe Phe Arg Arg 
115 120 125 



Thr He Arg Leu Lys Leu Val Tyr Asp Lys Cys Asp Arg Ser Cys Lys 
130 135 ' 140 
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He Gin Lys Lys Asn Arg Asn Lys Cys Gin Tyr Cys Arg Phe His Lys 
145 150 155 160 



Cys Leu Ser Val Gly Met Ser His Asn Ala He Arg Phe Gly Arg Met 
165 170 175 



Pro Arg Ser Glu Lys Ala Lys Leu Lys Ala Glu He Leu Thr Cys Glu 
180 185 190 



His Asp He Glu Asp Ser Glu Thr Ala Asp Leu Lys Ser Leu Ala Lys 
195 200 205 



Arg He Tyr Glu Ala Tyr Leu Lys Asn Phe Asn Met Asn Lys Val Lys 
210 215 220 



Ala Arg Val He Leu Ser Gly Lys Ala Ser Asn Asn Pro Pro Phe Val 
225 230 235 240 



He His Asp Met Glu Thr Leu Cys Met Ala Glu Lys Thr Leu Val Ala 
245 250 255 



Lys Leu Val Ala Asn Gly He Gin Asn Lys Glu Ala Glu Val Arg He 
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260 



265 



270 



Phe His Gys Cys Gin Cys Thr Ser Val Glu Thr Val Thr Glu Leu Thr 

275 280 285 



Glu Phe Ala Lys Ala He Pro Gly Phe Ala Asn Leu Asp Leu Asn Asp 

290 295 300 



Gin Val Thr Leu Leu Lys Tyr Gly Val Tyr Glu Ala He Phe Ala Met 

305 310 315 320 



Leu Ser Ser Val Met Asn Lys Asp Gly Met Leu Val Ala Tyr Gly Asn 

325 330 335 



Gly Phe He Thr Arg Glu Phe Leu Lys Ser Leu Arg Lys Pro Phe Cys 

340 345 350 



Asp lie Met Glu Pro Lys Phe Asp Phe Ala Met Lys Phe Asn Ala Leu 

355 360 365 



Glu Leu Asp Asp Ser Asp He Ser Leu Phe Val Ala Ala He He Cys 

370 375 380 



ffik^ 2003-3013174 




2 002—257703 



Cys Gly Asp Arg Pro Gly Leu Leii Asn Val Gly His He Glu Lys Met 
385 390 395 400 



Gin Glu Gly He Val His Val Leu Arg Leu His Leu Gin Ser Asn His 
405 410 415 



Pro Asp Asp He Phe Leu Phe Pro Lys Leu Leu Gin Lys Met Ala Asp 
420 425 430 



Leu Arg Gin Leu Val Thr Glu His Ala Gin Leu Val Gin He He Lys 
435 440 445 



Lys Thr Glu Ser Asp Ala Ala Leu His Pro Leu Leu Gin Glu He Tyr 
450 455 460 



Arg Asp Met Tyr 
465 



<210> 7 
<211> 675 
<212> DNA 



8 0 



miE# 2003-3013174 




2002—257703 



<213> Homo sapiens 
<220> 

<221> CDS 

<222> (1) . . (675) 

<400> 7 

atg ccc gga ggt ctg ctt etc ggg gac gtg get ccc aac ttt gag gcc 48 

Met Pro Gly Gly Leu Leu Leu Gly Asp Val Ala Pro Asn Phe Glu Ala 

15 10 15 

aat acc acc gtc ggc cgc ate cgt tte cac gae ttt ctg gga gac tea 96 

Asn Thr Thr Val Gly Arg He Arg Phe His Asp Phe Leu Gly Asp Ser 
20 25 30 

tgg ggc att etc ttc tec eac cct egg gae ttt acc cea gtg tge acc 144 
Trp Gly lie Leu Phe Ser His Pro Arg Asp Phe Thr Pro Val Cys Thr 
35 40 45 

aca gag ctt ggc aga get gca aag ctg gea cea gaa ttt gee aag agg 192 
Thr Glu Leu Gly Arg Ala Ala Lys Leu Ala Pro Glu Phe Ala Lys Arg 
50 55 60 

aat gtt aag ttg att gee ctt tea ata gac agt gtt gag gac cat ctt 240 
Asn Val Lys Leu He Ala Leu Ser He Asp Ser Val Glu Asp His Leu 
65 70 75 80 

gcc tgg age aag gat ate aat get tac aat tgt gaa gag ccc aca gaa 288 
Ala Trp Ser Lys. Asp He Asn Ala Tyr Asn Cys Glu Glu Pro Thr Glu 
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85 90 95 



aag tta cct ttt ccc ate ate gat gat agg aat egg gag ctt gee ate 336 
.Lys Leu Pro Phe Pro He He Asp Asp Arg Asn Arg Glu Leu Ala He 
100 105 110 

ctg ttg ggc atg ctg gat cea gca gag aag gat gaa aag gge atg cet 384 
Leu Leu Gly Met Leu Asp Pro Ala Glu Lys Asp Glu Lys Gly Met Pro 
115 120 125 

gtg aca get cgt gtg gtg ttt gtt ttt ggt ect gat aag aag etg aag 432 
Val Thr Ala Arg Val Val Phe Val Phe Gly Pro Asp Lys Lys. Leu Lys 
130 135 140 

ctg tet ate etc tae cea get aee act gge agg aae ttt gat gag att 480 
Leu Ser lie Leu Tyr Pro Ala Thr Thr Gly Arg Asn Phe Asp Glu He 

145 150 155 160 

etc agg gta gtc ate tet etc eag etg aca gea gaa aaa agg gtt gee 528 
Leu Arg Val Val He Ser Leu Gin Leu Thr Ala Glu Lys Arg Val Ala 
165 170 175 

ace eca gtt gat tgg aag gat ggg gat agt gtg atg gtc ctt cea aee 576 
Thr Pro Val Asp Trp Lys Asp Gly Asp Ser Val Met Val Leu Pro Thr 
180 185 190 

ate cct gaa gaa gaa gee aaa aaa ctt tte eeg aaa gga gtc tte aee 624 
He Pro Glu Glu Glu Ala Lys Lys Leu Phe Pro Lys Gly Val Phe Thr 
195 . 200 205 
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aaa gag etc cca tct ggc aag aaa tac etc cgc tac aca ccc cag cct 672 
Lys Glu Leu Pro Ser Gly Lys Lys Tyr Leu Arg Tyr Thr Pro Gin Pro 
210 215 220 

taa 675 



<210> 8 

<211> 224 

<212> PRT 

<213> Homo sapiens 

<400> 8 

Met Pro Gly Gly Leu Leu Leu Gly Asp Val Ala Pro Asn Phe Glu Ala 

1 5 ■ 10 15 



Asn Thr Thr Val Gly Arg He Arg Phe His Asp phe Leu Gly Asp Ser 

20 25 30 



Trp Gly He Leu Phe Ser His Pro Arg Asp Phe Thr Pro Val Cys Thr 

35 40 45 



Thr Glu Leu Gly Arg Ala Ala Lys Leu Ala Pro Glu Phe Ala Lys Arg 
50 55 60 
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Asn Val Lys Leu lie Ala Leu Ser He Asp Ser Val Glu Asp His Leu 
65 70 75 80 



Ala Trp Ser Lys Asp He Asn Ala Tyr Asn Cys Glu Glu Pro Thr Glu 
85 90 95 



Lys Leu Pro Phe Pro He He Asp Asp Arg Asn Arg Glu Leu Ala He 
100 105 110 



Leu Leu Gly Met Leu Asp Pro Ala Glu Lys Asp Glu Lys Gly Met Pro 
115 120 125 



Val Thr Ala Arg Val Val Phe Val Phe Gly Pro Asp Lys Lys Leu Lys 
130 135 140 



Leu Ser He Leu Tyr Pro Ala Thr Thr Gly Arg Asn Phe Asp Glu He 
145 150 155 160 



Leu Arg Val Val He Ser Leu Gin Leu Thr Ala Glu Lys Arg Val Ala 
165 170 175 
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Thr Pro Val Asp Trp Lys Asp Gly Asp Ser Val Met Val Leu Pro Thr 
180 185 190 



lie Pro Glu Glu Glu Ala Lys Lys Leu Phe Pro Lys Gly Val Phe Thr 
195 200 205 



Lys Glu Leu Pro Ser Gly Lys Lys Tyr Leu Arg Tyr Thr Pro Gin Pro 
210 215 220 



<210> 9 

<211> 64 

<212> DNA 

<213> Artificial 

<220> 

<223> An artificially synthesized primer sequence 

<400> 9 

agagagtagt aacaaaggtc aaagacagtt gactgtatcg ggtacctctc ataatgccat 60 
cagg 64 



<210> 10 
<211> 65 
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<212> DNA 
<213> Artificial 

<220> 

<223> An artificially synthesized primer seic[aence 
<400> 10 

tggagacttg accaaacctc tggcgaagaa gtccaaagct cccgggctag tacaagtcct 60 



<210> 11 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> The sequence of the 5183th(5' ) to 5162th(3') bases in cloning vec 
tor pAGT2 (GeneBank U29899 

<400> 11 

cgcgtttgga atcactacag gg '22 



<210> 12 

<211> 18 

<212> DNA 

<213> Homo sapiens 
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<400> 12 

atggcggcgg ggatagtg 

<210> 13 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> An artificially synthesized primer sequence 

<400> 13 

gtagagcttg gagaaggtga eg 

<210> 14 

<211> 19 

<212> DNA 

<213> Homo sapiens 

<400> 14 

atgcccggag gtctgcttc 

<210> 15 
<211> 19 
<212> DNA 
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<213> Homo sapiens 



<400> 15 

aaggctgggg tgtgtagcg 



<210> 16 

<211> 900 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS , 
<222> (1) . . (900) 

<400> 16 

atg get gac cac aac cct gac age gae tec acg ccg cge acg ctg ctg 48 

Met Ala Asp His Asn Pro Asp Ser Asp Ser Thr Pro Arg Thr Leu Leu 
1 5 10 15 ^ 

cga egc gtg ctg gat aea gcg gac ccg cge ace ccg egg cga ecc egg 96 
Arg Arg Val Leu Asp Thr Ala Asp Pro Arg Thr Pro Arg Arg Pro Arg 
20 25 30 

agt get egg get gga gee egg aga gee ctg ctt gaa acg get tec cec 144 
Ser Ala Arg Ala Gly Ala Arg Arg Ala Leu Leu Glu Thr Ala Ser Pro 
35 40 45 

agg aag ttg agt ggc caa aea agg acg ata gee aga ggg cgt tec cat 192 
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Arg Lys Leu Ser Gly Gin Thr Arg Thr He Ala Arg Gly Arg Ser His 
50 55 60 

gga gcc agg tct gtt ggc aga teg gcc cat att cag gcc agt ggg cac 240 
Gly Ala Arg Ser Val Gly Arg Ser Ala His He Gin Ala Ser Gly His 
65 70 75 80 

ttg gag gaa cag aca cct egg acg ctg ctg aag aac ate eta eta act 288 
Leu Glu Glu Gin Thr Pro Arg Thr Leu Leu Lys Asn He Leu Leu Thr 
85 90 95 

gee cca gaa tct tee ate ctg atg cct gag teg gta gtg aag eca gtg 336 
Ala Pro Glu Ser Ser lie Leu Met Pro Glu Ser Val Val Lys Pro Val 
100 105 110 

eca gca ccg cag gcg gte caa ece tee aga caa gag age agt tge ggc 384 
Pro Ala Pro Gin Ala Val Gin Pro Ser Arg Gin Glu Ser Ser Cys Gly 
115 120 125 

age ctg gag ctg caa ett cct gag etc gag cec ece aca ace ctg get 432 
Ser Leu Glu Leu Gin Leu Pro Glu Leu Glu Pro Pro Thr Thr Leu Ala 

130 135 140 

cca ggt ctg ctg gee cct ggc agg agg aaa cag agg ctg aga ctg tea 480 
Pro Gly Leu Leu Ala Pro Gly Arg Arg Lys Gin Arg Leu Arg Leu Ser 
145 150 155 160 

gtg ttt cag cag gga gtg gac cag ggg ctg tct etc tec caa gag cct 528 
Val Phe Gin Gin Gly Val Asp Gin Gly Leu Ser Leu Ser Gin Glu Pro 
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165 170 175 



caa ggg aat gpt gat gcc tct tec etc ace aga tec etc aac ctg acc 576 
Gin Gly Asn Ala Asp Ala Ser Ser Leu Thr Arg Ser Leu Asn Leu Thr 
180 185 190 

ttt gcc aca cct ctt cag eca cag tea gtg cag agg ect gge ttg gcc 624 
Phe Ala Thr Pro Leu Gin Pro Gin Ser Val Gin Arg Pro Gly Leu Ala 

195 200 205 

cgc aga cct eca gcc cgc ega get gta gae gtg ggt gcc ttt ttg egg 672 
Arg Arg Pro Pro Ala Arg Arg Ala Val Asp Val Gly Ala Phe Leu Arg 

210 215 220 

gat ctg ega gat act tec ctg get cct eca aac att gtg ttg gag gae 720 
Asp Leu Arg Asp Thr Ser Leu Ala Pro Pro Asn He Val Leu Glu Asp 

225 230 235 240 

acc cag ccg ttc tct cag cec atg gtt gge tec cec aac gtg tat cac 768 
Thr Gin Pro Phe Ser Gin Pro Met Val Gly Ser Pro Asn Val Tyr His 

245 250 255 

tec ctg cec tgc aeg ect cac act ggg get gaa gae get gag cag get 816 
Ser Leu Pro Cys Thr Pro His Thr Gly Ala Glu Asp Ala Glu Gin Ala 
260 265 270 

gcc ggt cgc aag aca cag age agt ggg ect ggg ctg cag aag aat agt 864 
Ala Gly Arg Lys Thr Gin Ser Ser Gly Pro Gly Leu Gin Lys Asn Ser 

275 280 285 . 
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gag tgt gtg gca ctg gtg gcc tgg age caa att tag gOO 
Glu Cys Val Ala Leu Val Ala Trp Set Gin He 
290 295 



<210> 17 

<211> 299 

<212> PRT 

<213> Homo sapiens 

<400> 17 

Met Ala Asp His Asn Pro Asp Ser Asp Ser Thr Pro Arg Thr Leu Leu 
15 10 15 



Arg Arg Val Leu Asp Thr Ala Asp Pro Arg Thr Pro Arg Arg Pro Arg 
20 25 30 



Ser Ala Arg Ala Gly Ala Arg Arg Ala Leu Leu Glu Thr Ala Ser Pro 
35 40 45 



Arg Lys Leu Ser Gly Gin Thr Arg Thr He Ala Arg Gly Arg Ser His 
50 55 60 
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Gly Ala Arg Ser Val Gly Arg Ser Ala His He Gin Ala Ser Gly His 
65 > 70 75 80 



Leu Glu Glu Gin Thr Pro Arg Thr Leu Leu Lys Asn He Leu Leu Thr 
85 90 95 



Ala Pro Glu Ser Ser He Leu Met Pro Glu Ser Val Val Lys Pro Val 
100 105 110 



Pro Ala Pro Gin Ala Val Gin Pro Ser Arg Gin Glu Ser Ser Cys Gly 
115 120 125 



Ser Leu Glu Leu Gin Leu Pro Glu Leu Glu Pro Pro Thr Thr Leu Ala 
130 135 140 

Pro Gly Leu Leu Ala Pro Gly Arg Arg Lys Gin Arg Leu Arg Leu Ser 
145 150 155 160 

Val Phe Gin Gin Gly Val Asp Gin Gly Leu Ser Leu Ser Gin Glu Pro 

165 170 175 

Gin Gly Asn Ala Asp Ala Ser Ser Leu Thr Arg Ser Leu Asn Leu Thr 

9 2 miiE# 2003-3013174 
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180 185 190 

Phe Ala Thr Pro Leu Gin Pro Gin Ser Val Gin Arg Pro Gly Leu Ala 

195 200 205 



Arg Arg Pro Pro Ala Arg Arg Ala Val Asp Val Gly Ala Phe Leu Arg 

210 215 220 



Asp Leu Arg Asp Thr Ser Leu Ala Pro Pro Asn He Val Leu Glu Asp 

225 230 235 240 

Thr Gin Pro Phe Ser Gin Pro Met Val Gly Ser Pro Asn Val Tyr His 

245 250 255 

Ser Leu Pro Gys Thr Pro His Thr Gly Ala Glu Asp Ala Glu Gin Ala 

260 265 270 

Ala Gly Arg Lys Thr Gin Ser Ser Gly Pro Gly Leu Gin Lys Asn Ser 

275 280 285 

Glu Gys Val Ala Leu Val Ala Trp Ser Gin He 

290 295 
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<210> 18 

<211> 17 

<212> DNA 

<213> Homo sapiens 

<400> 18 

atggctgacc acaaccc 17 

.<210> 19 

<211> 19 

<212> DNA 

<213> Homo sapiens 

<400> 19 

ctaaatttgg ctccaggcc 19 



[0 0 3 8] 

[Ell] 
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ECHL P, AOP 21CJ;5P PAR r coy :;5f> K^#e5^2^M^|g{Cjl^t-§# 
M$:?{Jffibfe^#M#M6?>^P P AR r U F<Z)X^ V -:=-y ^^^-tm-^^ 

So 

[1^7] 

FLJ13111}C<fcSPPARr®U:j!f> F^#6?;^^^#l§{C^-r ^{SM^ 
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mm^] mm 

(a) 

.r 

SRC-l '#5 
#1 #7 

ECHLP 4^^^^ ^ 

AOP2 • 



(to 

GI.262570 s^M 



0.5 n-U 



SRC-l ^^^^^ < 



ECHLP ^^^^^ 



I 



(d) 

OL-IOOOSS 5mM aSAM 

AOP2 /ivyy 



3EST AVAILABLE COPY 

AdOO HiaWvAV 1S38 




liiil.-illi 

^ l^ <^ 4^ 
IE 



60000 

soooo 

40000 
30000 
20000 
10000 




PODHA-ECULP (ms) - 0.1E0.3 O.S - 0.150.3 0.6 - 0.160.3 0.8 



2 
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m 



[05] 




GAL4-PPARy (0.4itig) + + + + 

Gff7282 (I.OmM) + + + + 

pcJ»«A-A0P2 (jug) - 0.15 0.3 0.6 



me] 






+ 


+ 


+ 


+ 


+ 


ECaP (Ms) 




0.6 




0.6 


0.6 


GW7282 (0.1 MM) + 


+ 


+ 


+ 


+ 


+ 


Gl-ZBZm (mK) 


l.O 


10 








(mK) 








1.0 


10- 




GAU-PPARr(0.4Mg) 




+ 


4 


♦ 


+ 


+ 


AOPE Us) 


0.6 


0.6 


0.8 


0.8 


0.8 


0.6 


mm (0.1 mH) 


1.0 


10 










GL-100085 (mIO 






1.0 


10 






61-282570 (mH) 










1.0 


10 



3 
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[07] 




Gm.4-PPAHv (Q.4ug) + + + + + + 

□ 5?i?U5 WCl.OgM) - - - + + + 

PcDHft-FLJiainCpg) * Q,i5 Q3 - 0.15 0^ 
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mm^m v^y \^m^mizppAR}imKi¥m-t^mBM^:^^v-=^y 

KM^65PPARrf^MH-7-FL J 13 11 1 ;5:t>*ll#ffl U > KKSt^-ffiP P A 
RM-^i>-?AOP 2&#fc, MIC. PPAR*BS#MECHLP, , PPARtg 
S^MFL J 13 11 l:S:^J^PPAR^BS#MAOP2S:Mv^sri:K:J:U, 
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#M 2002-257703 
50201314383 

HHte^Jl^ 0 0 9 4 

5p^l4^^ 9^ 4B 



1 
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m m A 



MM^-^ [0000066773 
1 . m^^M H 1990^ SHlOHv 

ft m mmfP4'^ISH:*:;fi:*:HX2Ta 3#1 1-^ 
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